PCT 



m m * * m 



(5i) mmm^m6 

C07C 62/34, 69/734, 323/52, C07D 213/30, 
263/32, 277/24, 317/54, 413/04, 417/04, 
417/12, A61K 31/19, 31/215, 31/42, 31/425, 
31/44, 31/36 



(ii) BK$&H#-§- 

(43) mm&M p 



W099/46232 

1999^9^ 16 0(16.09.99) 



(21) rn^mm^ 

(22) mmmmu 

(30) fa%Mrf~-$ 

#IM¥lO/58444 
mW¥- 10/87560 



PCT/JP99/01134 
1999^3^9 0(09.03.99) 



1998^3^ 10 B (10.03.98) 
1998^ 31 0(31.03.98) 



(71) mmX (tffflSrKK-t-^-crofltSHfco^-C) 

(0N0 PHARMACEUTICAL CO., LTD.)[JP/JP] 
T541-8526 ^BRJff^EfltfifcEiUBEBnTl 1#5^ 
Osaka, (JP) 

(72) »BH# ; *JiTJ« 

(75) mm/mmx (#bko^t©*) 

fflHIAIKTAJIMA, Hisao)[JP/JP] 
cppj#^-(NAKAYAMA, Yoshisuke)[JP/JP] 
fSftA^TFUKUSHIMA, Daikichi)[JP/JP] 
T618-8585 *IEJr?HftH5ft#HrSJ#3T B 
/l-^M.T^i' frfll Pi \'l Osaka, (JP) 



(74) ftJIA 

#S± A^ISA, ^(OHIE.Kunihisaetal.) 

T 103-0013 lfOR#^*|XB:£mAff^2TS2#6^ 

aP»2tr^7P& *fE#fr*&@T Tokyo, (JP) 

(81) ffi^H AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, CA, 
CH, CN, CU, CZ, DE, DK, EE, ES, FI, GB, GD, GE, GH, GM, HR, 
HU, ID, IL, IN, IS, JP, KE, KG, KR, KZ, LC, LK, LR, LS, LT, LU, 
LV, MD, MG, MK, MN, MW, MX, NO, NZ, PL, PT, RO, RU, SD, 
SE, SG, SI, SK, SL, TJ, TM, TR, TT, UA, UG, US, UZ, VN, YU, 
ZW, gfc'J'HWfF (AT, BE, CH, CY, DE, DK, ES, FI, FR, GB, GR, 
IE, IT, LU, MC, NL, PT, SE), OAPI^fF (BF, BJ, CF, CG, CI, CM, 
GA, GN, GW, ML, MR, NE, SN, TD, TG), ARIPO^fF (GH, GM, 
KE, LS, MW, SD, SL, SZ, UG, ZW), a- y ~>T#fF (AM, AZ, 
BY, KG, KZ, MD, RU, TJ, TM) 



(54)Title: CARBOXYLIC ACID DERIVATIVES AND DRUGS CONTAINING THE SAME AS THE ACTIVE INGREDIENT 




(57) Abstract 

Compounds represented by general formula (I), nontoxic salts thereof or hydrates of the same; and peroxisome proliferator-activated 
receptor regulating agents containing the same as the active ingredient, wherein each symbol is as defined in the specification. Because of 
having an effect of regulating PPAR receptor, the compounds of the general formula (I) are useful as hypoglycemic agents, lipid-lowering 
agents, preventives and/or remedies for diseases associating metabolic errors (diabetes, obesity, syndrome X, hypercholesterolemia, 
hyperlipoproteinemia, etc.), hyperlipemia, arteriosclerosis, hypertension, circulatory diseases, overeating, ischemic heart diseases, etc., HDL 
cholesterol-elevating agents, LDL cholesterol and/or VLDL cholesterol-lowering agents and drugs for relieving risk factors of diabetes or 
syndrome X. 
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20 i3V>T, V-A«ffiMttf# (Peroxisome 

Proliferate Activated Receptor I P P A R fc IfrEI" & o ) E $ ft 
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J&*$D htlX^&O. Steroid Biochem. Molec. Biol., 51, 157 (1994) ; Gene Expression., 
4, 281 (1995) ; Biochem Biophys. Res. Commun., 224, 431 (1996) ; Mol. 
Endocrinology., 6, 1634(1992) #BB) 0 ^C, 7 MttifcMf&jSL 

mw, mm. «iii±ci« ™, surest u simM 

5 #^tt/& ? E^^T¥®W^^igLTV^ it^fj^lTV^ (Endocrinology., 
137 . 354 (1996) #M) o 

(NIDDM) K#t2>ti3&%£Lr&hti"Ci$l)^ m^J£#<^ifil|i££ 




15 ZtlbtoTTW v >iiMKKf fil©-o^p p AR / 

g##-C;M , P P A R 7 ^^Stt^?^-^ £ ttmm LTV>4 
(Endocrinology., HZ, 4189 (1996) ; CeU., S3, 803 (1995) ; CeU., 83, 813 (1995) ; J. 
Biol. Chem., 270, 12953 (1995) #M) oloT, P P A R 7 ©S?ffitt^^? 
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TmkLTtm"?$>2>£%x.btLZ>o ttz, PPARyTn-^MiPPAR 
7 Sfi S#<7)|&il*/Ciii-^ i £ ;&»fclG>*lTV»a (Genes & Development, ID, 974 
(1996)) PPAR7 *fSttft1"4^*&^1* P P AR7 S&g#Of& 

&ft£®fcPPAR7imttMfafrikfcmt><>T£t) (J. Biol. Chem., 222, 
5637 (1997) £ <£ rfCell., 83, 803 (1995)#BSJ , f&ffrf fcT i«5f7 4 /U v > 

10 $ ftfc (Lancet, 349, 952 (1997)#JR) o &o P P A R 7 ffitt^HIJt 

£»fc»7>*=^* h)^P PAR7 SSi^OHSt^-dSaiSlJtBS 
flcWt^fflt?3bS t%z_btlZ> 0 fc£5T, Science., 274, 2100 (1996)^ii, PP 

£»K -tOifcfr&P P AR7 SfiKtt«f^L*v» tOO-5-OffittSrWlW-J'-6 
t«*ittlD-Cia P P AR 7 Se^tU»Jt±«^T^J, Jf Kl&T^h 

PP ARy ^fc<ntm-m'&*mn-tz>Ty?^-* K *sv»i±5 
Si#Oflffi«:?MW?#-5PPAR7Se5ia«ll«#JJ±, iflTI, tt&ffi. 

fc^^Kf* «fc / 1 tz \mim t L TWffl ^^i: jwto $ as o 
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itz, aTC/7t7^7W-M{t^ ?uyj TV- Hiflf® 



7 4 TV- h^fc^Mrt^f fif ©-o^PPAR i 
t &¥U$J LTV^ (Nature., 342, 645 (1990) ; J. Steroid Biochem. Molec. Biol, 51, 
157 (1994); Biochemistry., 32, 5598 (1993)##,) 0 ZflbOZ. tfrh, 7JTV- 

y &it&wmmt lhppar« %®fc<7>wwMtes mm&Tim zgl 

iWmt, PPAR ai)m^th^m\mt LT, ftfi, W0 9 7 3 6 
5 7 9^«^i±Mif^ffl^^ i tm^il^o * J. Lipid Res., 39, 
17 ( 1998)C l±P P AR a g Ttrtt'ft J: o T ?5$F& U 

15 (HDL) 3l/^fn-;Hm L"C„ «SV*°Sfi (LDL) 31/ 
xtn-ngfiM'J^'Sfi (VLDL) 3^fo-;K SfcHfiM;^ 

■J^K?)ftT#ffl*tLTV^:i:^ig?|lTV^ 0 Diabetes., 46, 348 (1997) 
\z\±uTV- hm^tf^-o, ^7^ McioTifiL^mJM« 

20 oTP PAR a^##£^ttffct&T^-7. h^PPAR a5fi^t?)fi?: 
/ui1-£PPAR allillftfflttffiKfiTSiJ, ^!UAL&^«H2: LT^fflT&aif 
t^-C&<, HDL3l/7fn-)b±M, L D L n UXt n->l/;fe J: tf/ 




O 

^ U7 >f 7>- r- 
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P P A R 8 g®fe*%n&mikLtz 'J ff> P P A R £ 

PPAR^It i^cPPAR/?, *<&v»ttfc b^ifrg-fcttNUC 1 
$fLTV^ D ifttTKP PAR J©4»ffittiL'C, WO 9 6 0 1 4 3 Of 
Mti:iihNUCl B (thNUCU75 ;il« ? M-SPPARt7 
7) hPPARff ^¥«*^^>v-b7°^-(7)^^tt^WJ-ei 

10 5;h^?iltv^ 0 fti£-C(iW0 9 7 2 8 1 4 9fWfCi5^T, 

P P A R d gfi 5tfcffiH^Pf$£:# U PPAR^ fc^SCffiteffc-t-Mfrg-ifc 

ni/^fn-^±^ffl*tLTV^;im^/; 0 ftot, PPARS 

P P A R f§WJWI tU, & ?tiTv>5 0 

20 (1) ^£(fWO 9 7 2 8 1 1 5#W«»KWt, HRS (A) 




(A) 
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RiAlijJcilg^ C3~10y^n7WWI^tL, R2A 
ii7fcMi\ C5~107'J-JK C5-10Afn7'J-^^M$^ 

R4A&R2 Aigfr^tflZti^ ( Z A_ W A_) [i Z A _ C R 6 A R 7 A , £ f z 
liZA-CR6AR7A-R8A-f^ Li R 8 A(± C R 6 A R 7 A^ 0 , 

5 s (o) vp&frhmsizti, rs^&zvrt ^\±*ti?tim$LLx^ imu 

TfcHKT-, C 1-1 57JK1K ^nyygf^^fjM^ii, yA{i 
S (0) pA> -0-^<bittft3*^ YiAiiO, C^fbg^Sft, ZAfi 

co 2 r3a^^^^ t A^-ttTv Aa^-a-r^aiLTo 1 * 

10 SfeU t A+vA(il^^t)L, QA{i^fD (7)2-4(7) iiilOM 

par <j^##:^TO^jT*^it^fB«$tLTv^ ($:*<Dm<Duwtmm 

■ftUfrifflfrLtZo ) o S tz, WO 9 7 2 7 8 5 7 J: tfWO 9 7 2 

15 813 7^wmmKt>±mtmMoik&wr?ARd%®fo<Dmm\?**>z> 

(2) ^ 7c> WO 9 7 3 1 9 0 7 ^W^ii, (B) 




20 

C1-67W, Cl~37^n^y, C 1 ~ 3 7)V* nyji/^y, 
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b b nmmw^, mm^& x xmm^frbMRztiz ^ni?jw < t 

5 A 1 k^tiC 1 ~3 7Ml/>*IfcL ; 

R 1B (i7KM^i^f±C 1~3 7W»L ; 

ZB|i- (Cl-3 7J^l/» 7oi-;U, i^fi-NR3BR4B^t,g^g 
ft£o ) "C^Sftafl^fe, 3£l±^ti^[g^ima^&i£#\ PPAR7 

10 a^*a»L7t 0 ) o 

(3) »1¥9 - 3 2 3 9 8 2^M*tc{i, (C) 
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(C) 
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(^4"> YC(j:-NH-^:(iiMK^^ R 8 C{±ffi&£ fix & X ^7 v 
R 9 c fi^jjff^ M^^itT & i v^^Rr**;^* £tig&$ ftT & J; W£ 

v^ifc**|B«gtLTv^o #l¥8 - 3 2 5 2 6 4^M*\ #H¥ 

8-325250 W0963841 5 ^#ffl*\ 33 X TFW 0 9 8 0 

o 1 3 i^wmmzkMMWk&ms&ffii&Tm&xvt&^mn&Tim* 

15 ^tltv^c: tmmzn-r^&o 

(4) W8-1 0 4 6 8 8^|ffl»tC{i N (D) 



20 R D ii^ltit^ LT|j!r£r LTv>T «fc nfiftS tiX^X fc <fc v^bfc 

lt»2£M«*Ji!S£> nDttOifcJilfc, XD|±CHSfcliN£, Y D fi 
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*<Dm<vnwte'&%%ufr*ikftLtzo ) o $ tz, ®mm6 1 -8 5 3 7 2 -t 
5 mmztix^Zo 

(5) - 1 4 3 8 5 6-^9Mffl*Kfi* (E) 




10 (^^, XE(±-CR 4E = ^ fcli-N=, YEti-CR 4 E =N-, -N=C 
R4E_ % -CR4E = CR 4E -, -0-, -S-*fcl±-NR4E-, Z E(i 
- (CH 2 ) nE 0-, - (CH 2 ) „ E S-^. R1E(±- (CHR7E) n£ 
COOR6E^ nEI±MlU0~5, R 2E (i#^^*^ ift7^^^ 



15 




WE(±jj&^&£^££f±-0-> -S-££li-NR4E-, mEiil~l 5, 

R 4E{^ m&Lx-fom*tz\mmT)v*)v^ RiK\t*m*tz\**Tfr 

20 So 

(6) Sfc, #^¥8 - 5 0 4 l 9 4^W«B#lC{i, HRS; (F) 
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X F_ Y F— Z F_- 7 ij Fu a f — B F (F) 

& * V >fr £ l± R 5 F § a £ 6 * Wh Xh •? ; 
5 X F iiN> 0, Stf^SftStifcO, 1> 2, 3 SfcfcUflO^Tn®^*^*, 

SSl&fcfcfc&V^SfcttRlF, R2F, R3Ffe L<l±R4F-Cll»$fL3t^. 

suss tzte&n&ojr&Mztzm^m*-- 1 om^^^$>^ 

RlF, R2F A R3F^j;yfR4F|i, Cl~l OTW, C3~8v 

^U7;i^;K 7U-;VC0~8 7W, 7<yC0~87^JK Cl- 
10 6 7^^7^C0-8 7i^JK C 1 ~ 6 v T ;U*;W7 5 / C 0 ~~ 8 T )U 
Cl-4 7J^^->C 0~67^^^^^^?»MLTM? 

ft; 

Y F(iC 0~8 7;^;K C 0-87W-O-C 0-8 7)^iK C 0-8 
7W-SO nF -C0-87^^-C*^ ::-!?nFI±0~2(7)I|S[t 

15 &<9 ; 

ZFfiitfAFtt (CH 2 ) mF , (CH 2 ) mK 0 (CH 2 ) nF , (CH 2 ) m 
F S0 2 (CH 2 ) nF , (CH 2 ) mF S (CH 2 ) nF , (CH 2 ) mF S0 (C 
H 2 ) aF $frbfflLLXMft$ti, ZZ-?mFi5XVnF&0~6frbm&L 

xMStztizmL-eb*), tztziAVtf (ch 2 ) mF -e££h^ zF^itr 

R 5p {i^, C 1-6 7HJK C 0-6 7;Wt^VC 0-67^, 
O r10F r"F O 

V^ 12F V^(ch 2 )o-^R 12F 

BF|i, R 6F R 7F Ztzl± R BF R 9F t^^^t 
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R6F x R7F, R8F x R 9 F^ R 1 0 F£ J; QfR 1 1 F (i > C 1 ~87^ 

Rl2FjitKn^y, Cl~8rMWyfi>?)IK?W.) -C^Sft 

hit, P P A R * >rr * ft^lfc * Jlffi-f ^ < ft£ 
10 iflFftfcfrfcofcifc*, HK5S (I) ?7F2tiZ>it&WB®imj&t&Z.tZ 

( I ) ^$*i3ft£&«9--«&fi, tfjffiWW 1 - 1 4 3 8 5 
6Mf^ilF#I¥8-5 0 4 1 9 4filltlt(;«^*) 1 

hr* (i) ?7fi2ftz4k&m<D-mtzti*vtobtix^%\,*tt8. 

20 1 ) -jRS ( I ) 
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A2fi-0-Sffcli-S-l^U 

5 nlil~5£^fcU 
Rili 

(i) TkmW^ 

(ii) C 

(iii) ^n^>JlH\ 

10 (iv) C 1 ~4 7JV3^>S, 

(v) -Fni, 

(vi) H;^n^;i^ 

(vii) h 'J^o> f+vl, 

(viii) h V^n^f-;i/f-tS> 
15 (ix) ->7;i, 

(x) C 1-47)^^*1, 

(xi) NR5R6S R5^J;t/R6ji^ti^a®JLLT, ^fclg^S fc 
l±Cl~47^St^t, ) , 

(xii) ^3t£, iTttt 

20 (xiii) AtnfK^L, 
R2(i 

(i) **®^> 

(ii) C 1~4 7^)V|, 

(iii) ;Noy>jfH\ Sfcli 

25 (iv) FV^n^fjVS^i^L, 
C y c 1 gfi 
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C y c 2Sii 

(i) RsPt^, 

(ii) AfnlMibU 
5 R3 Ji 

(i) 7fC«i\ 

(ii) C 

(iii) ^ny>ii^ 

(iv) C 1 -4 7^3^fvS, 
10 ( v ) ^Fnl, 

(vi) F'J^D^f^S, 

(vii) fV^n> 

(viii) hU^n^f-A/f-**, 

(ix) v7/I, Sfctt 

15 (x) Cl-47Wf^it)L, 

R» R» 

(i) — A 4 -C— COOR 7 ^ 

(ii) 2 , 4-f7'/'J v>v*>-5--Y fl^fc^bU 

20 (i) 

(ii) C 1 ~4 7;i/*l^g, 

(iii) -Cl-47^U>-0-36, tfcli 

(iv) -ci~47;^uv-S-S^U 

R7, R8feJ;(;R9|iWniiU < ff;!±Cl-4 7W 
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tztzL, 

(1) RM±2&Sfctt3ftfcjft£1-Sfc<0fc U 

(2) R4#3fi[K:tt#L, A4tf%.8&i1z&*T]syZ&t>L, A3#CH 
5 £^bU Cy c l^>^f>t^tt^ Al|i>fI/>, ifU>, ifc 

2 ) -«S5 ( I ) 




(ft*. 

A 1 itC 1 ~4 7;^u^Si/:liC 2~4r^-UVj^L, 
15 A2{;i-0-&i£{i-S-&£^frU 
A3UCHafSfcttN**^*>L, 
n(± 1 ~ 5 *mt>L, 

R 1 it 

(i) 

20 (ii) C 1 -8 7M;H> 

(iii) ^nyyjg^ 

(iv) C 1-47^3^, 
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(v) ^FDi, 

(vi) hV^n^f;H, 

(vii) YV^u* h^yS, 

(viii) HjAD^Wti, 
5 (ix) yT^i, 

(x) C l~4TKWi, 

(xi) NR5R6S R5i5j:^R6{i^tL^«3:LT, *3R]g?-$fc 
liCl~4 7;l/^JH^t)to ) , 

(xii) ttzi± 

10 (xiii) Afnf|5:^U 
R2(± 
(i) 

(ii) C 

(iii) ^nyy^ ifctt 

15 (iv) hV^np»^**^*»U 
Cycliii 

Cyc2Sli 

20 (ii) Arnil^^L, 
R3|i 

(i) tRUH^ 

(ii) C 1~8 7JKJ^ 

(iii) /ND^^lg^ 

25 (iv) C 1-4 7^3^^1, 
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(v) ihDj, 

(vi) f'J^D^f-^ 

(vii) h 'J^n^< h^v^, 

(viii) b'J^n^f;l/fii, 
5 (ix) ->7;S, Sfcli 

(x) C 1 ~4T)V*)V-?-*&ZUt>U 
R4(± 

R 8 R 9 

(i) — A 4 -C— COOR 7 ^ iTtli 

(ii) 2, 4-f7V* l Jy>vi>-5-^H*^L, 
10 A 4 ii 

(i) 

(ii) C 1-4 7;^U>1, 

(iii) -0 1-4 7^^1^^-0-^ ttzit 

(iv) -Cl~47;^PV-S-S^t>U 

15 R7, R8i,-i:^R9|j:WliMLT, *StI£i\ J fcl±C 1 ~ 4 7;i/*;W 

tztzL^ 

(1) R 4 fi 2 fi^ fcfi 3 file Iain's U 

(2) RH^mz^U AH^^tfzii^^Uy^m^L, A3^CH 
20 fc^frU Cy c li)^y^y^t>tb #, AMi^fWA £fc 

3) hiss*; (i) -CTr^fi^it^^mmum^mt^o 



25 
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x.\t s tiv^iv^ r;i/t-^i, r^^r-^S, T^n^vi, r;i/^;u-f- 

5 a. pit. xt^ftv-, vTXfl'tv-) , «t4£^t«^£f£^ 
(D, L, cU 1#0 , ^nvh^77^ii:J:5«ttft fi« 

10 fl/lkfe J tfift So 

Cl-47*3^>itli, * xK-a 7°n*°*v, 7*h^fvl 

is J: i fi <7)^te#St^ * o 
15 Cl~4 7^WtItli, ^f-^f-t, i-^i/f-*, 7*ntr;i/^^- N 7* 
f- ;l/ f - 1 X £ J: i ft «b <7)^tt«-C* 4 o 
Cl~47;^U>Ii:li, xf v>, hU^f-U^ rl-y^ 

f- w >3fi3 i tf c ti h wifiMtifei o 

C2-47fl'^-I/>Si:li, ir-V'A 7"D'5-H', r-f-u^js 

20 i^i^^coMtt^S-e*^o 

So 

bU^n^f-^3gfc|±, 3f», H*®^ 77», 

H;^n^;l/?-*g2:i±, 3-)», H*Jj|W\ 77|gf, 
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%%mt&, C3~l 5©|S, -H, =51^3131* J: V^BI^^* 
mt>to C3~l 5©M, rSR, ^KlSi LTIi, 

5 y^nA^^, *s?u*9 9 y s y^o;t>, y^of»>, y?u^> 

>f yfy, -fy^vy, rXvy, y^tuy, 7it>FP>f 

jyyy (yHFo^>f>) „ ^tFor/f>, ykFnt7^>, 
10 f h 7 H Fnt 7 ? ^tKnt7?l/>, ^tKnrXl/'A 

tFo7^tU>, ^JVtFo7xt>Fl/^>, ^HiFn7>F7-t>, 
<^;n: KoT-b7 _ 7f-lx> > Fn7x-i/>, kfv?n^>?>^ t'y 

?us\*y-y, tfy^DAyn ( [2. 2. 1] \£i/*rus\-f$y) , tfv 
^nt^v, tfv?ny^>\ tfv?n7*#>, 7y-?>9 y^Hj^if hfi 

15 So 

Afnftii, l~4!Oi» x l~2 1@<D&slM?-£J:aV'££ttl 

20 »jE^*^tr 4 ~ i &Moim, -nttz\t=m&mm.Tv -n,t lt&, 

t'7V>, t'V^y>, t:°ij^v>, 7-trVf>, v74ffc?>, 77>, tf 
*3f-fel£>, ^-^■^■fe*tf>, ft7i>, f-T^> > f- 

-xif>, **-9-y-;K ^vi^tv-)K f7v*-;K 'fvfrv-JK * 
25 HyTV-JK tWy>, *W7V>, t^T-fe* tf **-9-v 
T-ifH°>, f7y7V*-;K f77y>, f7y*7y>, ^TT-tffc?^ f-7 
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/ — \ 
Me-N^JY- 


7 




17 


MeO 

Me °-0— 

MeO 


27 


\ / \=/ 


8 




18 


F F 


28 




9 


F 3 CO-Q- 


19 




29 




10 


F 3 CS^Q- 


20 


o 


30 
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9 



No. 


(R^n-fcyc*)- 


No. 


(R\-(cyc^- 
V — s 


No. 


(R 1 )n"(cyc2)- 


1 

2 


o- 


11 
12 


nc -Q- 


21 

22 


o 


3 




13 


Mes -0~ 


23 


0- 


4 




14 




24 




5 




15 


0 2 N 


25 


Me 

o- 


6 




16 


MeO 


26 


/ — V 
Me-N N- 

\ i 


7 


0 2 N-Q- 


17 


MeO 
MeO 


27 




8 




18 




28 




9 




19 


F F 

>- 


29 




10 


F 3 CS-Q- 


20 


0- 


30 
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U2 0 



(I-m-l) 



No. 


(R 1 ) n -(cyc^- 


No. 


(R 1 )n"(cyc2)- 
v« — ' 


No. 


(R 1 )n"(cyc2)- 
v» — 


1 


o 


11 




21 




2 




12 




22 


O 


3 


t-Bu-^~)- 


13 




23 




4 




14 


CI 


24 


Me 


5 




15 


0 2 N 


25 


O- 


6 




16 


MeO 


26 


/ — \ 
Me-N N- 

\ / 


7 




17 


MeO 

Me0H p- 
MeO 


27 
















8 


F 3 C "0- 


18 




28 


9 


F3CO-Q- 


19 


F F 

>- 


29 




10 


F 3 CS-^— 


20 


O- 


30 
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(i) (i) ■?mZti&*$iWit&b<D i )*>. 

R 8 R 9 

p> 4 #s — A 4 — C— COOR 7 ST**ffc£2», •f&fct.-JRS ( I - 1 ) 
(R 1 " 1 )n R 2 RT " B 

5 A 

Rl-l^i^COOR 7 - 1 lifftfilR 1 £ <t tfC 0 0 R 7 fc |S| 
mi&t>?o fc£U R i - l C J: oTSt)?fL-S7 5 y Sl±«I^54»^ 
fcli#«$;h.Ti/>&<t>©fcU COOR7-i(:J;oT^?^COOHS(i 

CMifc%mt>to ) ^Sft*fl:#»l±, -«5$ (II) 

15 

5T )n ? 

(Cyc2^^yc7)— A 1 -OH (D) 

(m) 



47 



WO 99/46232 



PCT/JP99/01134 



HO. 




C— COOR 7 



,7-1 



5 -ftS (IV) 



10 ^co|S^-«IEi:[wiDt(*^^^to ) ^Sft^fc^i:-^ (V) 



(ii) (in) -c* s *i a o as i±<&£n 

-e&f)> 00*. if, -jRA (n) -e^ £ ft £ iti?® £> £ o 5 -^ (in) -?^£ft£ 




(IV) 




C — COOR 7 



,7-1 



(V) 
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**y*>, h/i/x^) TVil&ts (77y*H*>fyif 
;K 7y*y*^*>fyM vynt!^ 1,1'- (Tyy*^^^) yf 
^'Jy>, 1, 1* -7V*^ (N, N-^fWW7 5K^f) is J: TO 

5 ***7>f 0°C-60°CT\ 3-2 0«HBiaS$-«:aifctcJ: 

HRA (iv) ^sftaft^fcJtTHfcS; (v) 

fi&fcr?*»K (IV) ^m$tihit&m&±Tf-®£ l (V) ? 

(fFnkF'D75> (THF) , yxf;v 
10 i-f>U, fflft.*? L l'>, ^nn*W, MlLpilt, <^>^> % ^-fl-V, 
^>-t*>, h;bxy % y^fW^AT^ K (DMF) „ y^f;i/X;v^^fy 
K (DMSO) , aWWX777^ K (HMPA) 30 (* 
^ffcT-hU?^ K1*V7A, F'JxWry, f'Jy>, »yyA 
^) 0#£T, I^Uori±S» (3-^t^h H7jt*V7Af) 
15 fcimx-T, 0-8 OTCT?KlES**ifcKJ: Off&^it^iao 

(2) (I) ^SftSft^**)-? R4^2, 4-f7y*'Jy>y 

*y-5-4^*wo-t\vkm, -r&fe*)-** d-2) 



^ (VI) 




20 



49 



WO 99/46232 



PCT/JP99/01134 




5 ±BKBli$:$nT$>*), Mx.lt, -«£ (VI) -C^2 ftMfc^M i tf* * 

«iftSj£T3~ 2 OB#TO£ H dill) £2jnx.T, 0°C~~M 

(3) -HifisS (I) RlfiiU'COORTono 
10 4?£< fcfe 1 o (OS^C 0 0 H /:l±7 ^ l^tt t^fe, tfcfc*>- 
( I - 3 ) 




15 (^tf, Ri-2i3J;n f COOR7-2(i^ti^tiRii5J;U f COOR7 tl^Cl 

fc1"o ) ^SSftaft^liii&iEHES (1-1) ^ £ ft 7 ;i/ 
20 EOSfc#t£fcKJ:oTfcfi£tS 
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10 ffiKSO ^L<fii^«^ti (Hfbfc3*#R30 4>, 0~ 

i o o o c<7)?as^f^^^^o 

f b7tKn77>, v**^>, y'n^yxr/, vxf-;i/x 

15 $ Wiif, ^ h;i/x>^) , (fl*.!*, T-th>, 

, ~b'J;W£ (Wx.^ r-feh-h'J^) , 75 m w 

20 i^f-7Af) <D#£T\ te« £it *«7 

It fh77^tn*7Sf) (Witf, ^ p-h)^>X 

->a7E f'j7;^nSi, ^RS) <nft&T t TzmW&r , 

25 (4) -«5S (I) ■C^SfLSft'&afO-?*), R4^2, 4-f7V'J v>v 
* V - 5 - ^f L, R 1 < t t-o(7)1^7^|^it5 

l-fcfc^HRS; (1-4) 
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^Sft&fl^W*. buE-^ (1-2) -?7r;2ti2>it&to*&&4kftTK 

io mmoum-e'tftei z.ttfx*%2> 0 

^mKto^xuummtit, iMciMciit^-^^M 

frm^£&wmm>*imL, ^.tih^E^it^mz^t^x^, urn 

W. Greene, Protective Groups in Organic Synthesis, Wiley, New York, 1991 &Cf fiffc £ 

S^^Kflt-C^SS-C**Ll*fiFl=IS3£$tL«;V» 0 0Jx.liT. W. Greene, 
Protective Groups in Organic Synthesis, Wiley, New York, 1991 £i2f££ fltzia <Dft 
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Hfc£ (ii) , (in) , (iv) , (V) isxxf (vi) ?m2ti2>ft&®i±, * 
hhwtteftw-fim-x ^tt^Wktzz. fc^-eis, 
01*. if, -HRS (ii) -e^^Mt^cD?^ 2- 2 

- ;l/ * *c*y V- )V- 4 - >f /U) x ? y - /WiJ. Med. Chem., 41, 5037-5054 (1998) 

5 iBfcwtf & k x o tut & - i « o 

01*. If, -HtoS (IV) , (V) is XV (vi) ^$ft£ft^tt&T©R(S 

A^-i : JlMg^SfciiC i~47^p>S; 

A 4 -2 : _c l~4 7^+l/>-0-3t$fett-C 1-47;^1^>-S- 

»; 

tmscn: h y ^wj;^>7 - K ; 
15 P h 3 P : h y 7x-m7^ > ; 

ADDP: 1, 1* - (7^*^*-^) y^')y> 0 
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1M ^ y^(CH2) 0 „ 2 -C-COOH 



| J_ p3 Homer-Emmos^^ 
A 3 ** 

(vn) 



(vni) 



ttK 



R R s 

R n-1 i^/V^ (CH2) 0 . 2 -C -COOR 7 ' 1 

(IX) 



R 8 R 

\ / 



,11-1 .(CH^-C-COOR 7 ' 1 1W (CH 



RB R9 
(CH^-C-COOR 7 " 



(X-l) 



(X-2) 



A^-C-COOR 7 ' 



A 3 

(V-l) 



54 



WO 99/46232 



PCT/JP99/01134 



(xi) (xn) 

R 11-1 ,(CH 2)1 „ 4 -0H R11-1_/( CH 2)1~4-0H 



(XIV) < xv > 



R 8 R 8 

R11 , .(ch 2)i „ 4 -r- Rl1 -J;-f°o R7 - 
^vMb R V\ R 3 (xvn) 

(XVI) 

R 8 R 9 

0II-1 A^-C-COOR 7 " 1 

R 



(V-2) 
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R8 R 9 
A^-C-COOR 7 " 1 



(v-i) * 



R8 R9 



R 11 / 



R R 9 
A 4 — C-COOR 7 " 



o11-i ^A^-C-COOR 7 " 1 



R 

A 3 ^ 

(V-2) 
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T t tz (i MJET K & & . v U * Y * £ tz tt >f $ v $r * y ^ a * flj v > 
10 hi;if-ji/7 5>, y^f^7^>, v^n^>^;i/ 

(i) ?*$ft**»w<fc#»tt, &tt^feTfflS^*ll#Ji«tc 
^mmm\mmLtz^^mit^m^tz\t^(o^m^mt, ^<Dum^x 

25 HHsS (I) ^§^**IS^b^35*PPARSS#IWflimtt4:^rl-&i 
P P A R a T rf-* h ffitt, P P A R 7 T rf^* h ffittiS i £J*P PAR ^ 7^ 
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1) tl-PPARa, 7ifcliJS§#S:fflV^>'7x7-«75'«b'f^ 

f-<v>^r^--H (TK) 7'nt-3'-JET^y7x7-lfaiK^a 
^^^-tLT, PicaGene Basic Vector 2 (iS n n n£, SC£M * * n ^ No. 

309-04821) ^(,^717- tfflf iiAfci 1 £ D ft U TK7°n^-?-££ 
opTK/3 (7n>r;7ti, fc^n^No. 6179-1) i>t>^*/h©7n*- 
10 ?-m®.t LTTK7n^-^- (-105/+51) ^ET^ v 7 7 --Irjfe 
fM^^^-pTK-Luc. fcft&Lfco TK7n^-^-±I«0 
S*fefl^*iGa 1 4gfi<9J&£E3?!U UAS^4@l^Lf:i>A 
E^J^rJf AU 4 XUAS-TK-Lu c. £#&U U#-*-atf5 

15 E?U#^i : Ga l Amm^mmm^MLtz^y^y^-mn 

5'-T(CGACGGAGTACTGTCCTCCG)x4 AGCT-3' 

PAR a, 7 Sfcli^SJ&flwV Kft^tt*lte£^;fc**7gSH*5 

£3&3&1~£ 9 -%£k-f<D X i iZjfejRLtZo -ftzfoh, PicaGene Basic Vector 
20 2 %W^y^±, il9U9m. 309-04821) Z&fc&M'*? 9 ~ t L 

T7n^-^- •x>^>-T-f*i^JJt:, 

G a 1 4SfiODNA»^«, l#B*fc 1 4 7#g £ t©7 5 7 $SS?iJ 
tn- Kt*DNAT«i:k r-PPAR a, 7 * £l±£##<£ V K*S^ 
25 £ - K"t £ D N A 7 !✓ - A 7 <£ 7 fclfrg- L T » PicaGene Basic Vector 2 
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if y Vm^Mi&<D T^*jSCiiSV-4 0 T-antigenfi^OWff v ^ -f ;i/ , 
Al aProLysLysLysArgLysVa lGly (S£^J#-^ 2 ) £ 

5 LT, >f y7A/x.y*f ?)A7^jl/f ;>xt: h- - 7\ TyrPro 

TyrAspVa lProAspTyrAl a 3 ) tSf^ika K 

lihPPAR ff , yi tiltS S#^<7) >j Kig^«t Ltfflv^ciM 
fr^^(±> R. Mukherjee h (J. Steroid Biochem. Molec. Biol., 51, 157 (1994)#M) * 
10 M. E. Green lb (Gene Expression., 4, 281 (1995)#M) , A Elbrecht^ (Biochem 
Biophys. Res. Commun., 224, 431 (1996) # M i tz \t A Schmidt^ ( Mol. 
Endocrinology., 6, 1634 (1992)#M) KiaifcSttfcfc h P P A Rf##^|I^f 

h P P A R a V # > K«#«tt : S e r l«7-T y r «« 
15 h P P A R 7 V K^flit : S e r 176_ T y r*78 
h P PAR ^ m&ffi&: S e ri39- Ty r 44i 

(V: FPPAR7l$m b PPAR7 2§^tfiS e r 204_ T y r 506 
CfflSL, ^<|i|i:^E9!|-C*5o ) £n- Kt*DNAfcffiJ8Lfco ifc, 

20 /:Ga UgaoDNA^m 1 #i #><b 1 4 7#g t X»<DT $ J ®BB?iJ 
(O h £ ^ - K t £ D N A £ £ t -5 % ^ 9 9 ~ % UH" X II L 0 
2) tfPPARa, 7 ^:lUf#Mfflv^jl/y7x7-fe'77-b^ 

7 n efcgg 4 - rJUt&Itt ( D M E M) K^flMBifiLVf (GIBCO BRLtt, fj 9 o 
25 ^ No. 26140-061 ) £ j^jftg 1 0 % £ & 4 J: £ L , $ £ iftftft 5 0 U / 
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m 1 o^-v'J >Gt5 0/i g/ml h 4 -> >£j(]nx.fcJ&tt 

KIT, 5%^K^tf, 3 7°C-e^#L7to 
k*°-?-otfci\ G a 1 4 -PPARf&^^*-©MDNA£!t±M 
^7>X7x^v3 >fcB*U Ocm dishK2 X 

5 1 OficellsMLTib^, jflLtt^S^V^-C-HI^^^ifeL^m, ^ 
*10ml £flDx.£o 0^ g* Gal 4-PPAR^ 

? * -0.5^ g hLipofectAMINE GIBCOBRLtt, il 9 n ^ No. 18324- 

012) 5 0^ 1 Sr J: < jgfO L, ±E^«dishvC« Lfc 0 3 7 °CT»J#*^ 5^6 
ftBMt, 10ml <7)SWffiMvt (GIBCOBRLtt, 77 9 O ^ No. 26300-061) 
10 2 0%£#tf*g«lin;t£o 3 7°Ce-B&« Lfcft, h V 7v>M 

C^T^tH, 8000 cells/ 1 0 0ml DMEM— 1 0 %S^lfilvS/wellO|ffl 

««©2fS*a*^tr$5^fc^*©DMEM- 1 0 %2*fJflLfll*«Cl 0 0 

p i *«gjpL^o 3 7°c^4 2ti?mmmL, mmzimz^. tm^^x ?v 

15 V 7 x 7 — t* ^tt^fflU^ L fc. 

PPAR a7=f-* hiSttKMLTIi, PPAR a C^LT|ti:^y7x 
7 - -MfS?- O i£¥ £ fcttf t "C § h MM M <k^-tJ 77 * ahj- >f ? V > (Eur. J. 
Biochem., 233, 242 (1996) ; Genes & Development., 10, 974 (1996)#flB) 1 0 M 

v7x7 — tfffitt* 1.0 1 Ltz t § ©*5SW^ft0.3^ Mf^»Offi 
20 Wffittt^2 1i:/7Lfc, 

PPAR7 7tf-^ hffittCILTtt, PPAR7 ^LTttt^v7x 

®&Mf&ik&®l WW 9 Vy (Cell., 83, 863 (1995), Endocrinology., 137, 4189 
(1996)i3 X tft. Med. Chem., 39, 665 (1996)#M) 1 0 fx M^JdNfO^v 7x7- 
25 •b'ffitt* l.Ofc Lfc i §O*H^fc^l.0^ M85inl$©ffi*!tJ§t£*£ 2 2 

PPAR$7:*-XhiSttfcl»LTtt, ft^ft £ £ 2 & v*fc;8l© & £ iSto L 
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U2 I 







%im\2 (5) 

Hffifll 2(11) 

mm 2(12) 


2. 1 

0. 8 

3. 2 

1. 7 


^2 2 

PPAR 7 7^ vim 






£Jft0O 2(12) 


1. 4 
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%2 3 

P PAR S T-J-Ts Yffi®. 





mm 

0 1.0 10.0 


mmi (2 2) 
mmm 2(93) 


1.0 9.3 66.7 

1.0 3 6.1 5 4.7 
1.0 11.9 6 1.6 



J^KKAy/Ta^** ( 1 P 7 E) ^7ii« (#S 3 5 - 4 0 g) ^XWik, 

nWM&MB (OH) , jflUMttiJJitrjfli^llBK (HJ^'J-feV K (TG) 

io > fn-ivf («M4<^) , *i§wb£-« (o.o3%ft&ys*&tr®3itim) 



S2 4 





JfillHi (mg/dl) TGfit (mg/dl) 
3H 3H 


3 > h n - ;i/ 

HWJ 2(12) 
»38.9mg/kg/day (&£1fi) 


495 + 35 558 ±107 
214±19* 221 ±66* 



* : p<0.01 vs ^ y \ u-ju (18f7E) 
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ftMfmKxs&mv&xTm&'tmif u sunt 

HftH^B (OH) 9:00tcm«^'b»L, fltS, JfiL4>Jt« ( h V 
5 -fe'J K (TG) It) > MffiJM (NEFA) , gnWfn-^ (TC) H 
KX&mfrVift%\<\ #^7>-^-0»WH«:ft/MRtcL7to IB^ 17:00 
^^^^t/^0.5%*^^^v^^^-b;wn-^ (CMC) Tfc&ifcKT&Ji? 

10 Sr^L/io 

URgg&l Bi9:00^mWIifii^1f^v^ $3PjHfc^«#?£oifiL*JlK 
(TG, NEFA, TCfi) £«9£Lfc 0 tt**^2 5 K^-fo ££\ *f§^ 
Mil 1 0 m g X 3 / k g /daytgPi£#«:ff fto itz, 
hn-;u^ (0.5%CMC©^4) j3 J: W^^W^M^-e^^^ 
15 ^liiltbbtiftfr^tzo 



m 5 





TC® TGfi NEFAH 
(mg/dl) (mg/dl) (nEq/l) 


n y h n — ;i/ 

%nm2 (i 2) 


188±5 147±9 489±66 
70±5** 100+14* 178+14** 



* : p<0.05 vs n > h n - ;l/ (1 SfrE) 
** : p<0.01 vs n y h n-;w (1gfrE) 



64 



WO 99/46232 



PCT/JP99/01134 



5 

rm, mmm, mm, -»Kn-Ax, |3^to-^m, ^v^naia. 
10 j&m&mm n^m&zxf/ttz \t mmm , HDL3^fn^±#*j, 

*7t, (i) -?&2ti&*&mii£tm* *tib<D$m&&. sxv* 
tihnjmmmKPPAR a r^-z vftm&xv/ttzitppARr th- 
is -xYimz^ix^&tztb, jkmmrm, mm&Tm, mmm, mm, v> 

$t#k HDL^l/^fn-JHM, LDLai/^fo-^fiiOf/ifcii 
VLDL3l/^fn-Mi^ft«, *LTSm®ftM®ffliW i 
20 f:SEi«il)ii#^, JfiL*firF#J£ LTJKm^O^Jft^^Hf, EifiLjE?) 

ft£> <0**lWi P P A R 5 M1UB£^rlTV>££a6, HDL^l/Xf 
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mm 

-jRS (i) ^£ft£*§&eM:i^ Kttinffi, ifcfi 

-?-0*^DJ»=Sr±fBOiWCfflv^Htt, fit, £#«*fcttflj*rWK, &PS 
10 fc{±#&Pa^f£#$*lSo 

is:#*i±, ^tt, ie^> &^v£. i»p B ifiaf)i^ 

1 B *fcf±*A-A*fc'K liCoi, o.i 

mgHlOOmgO*!?, 1 B 1 0jfi»&& 0*jgPS4 (Sf £ L < i±, » 

So 
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n-^^^v^A^) , mnm Uf7'j>^ny^^ , £5£#k 
»«MtJft#J (^^r/R, t^^7^>H^) g^zl^ft, ir&KfeT 

mm. mmtm, vrmu mm. umu mmm*i*% 
te*ti&±<nm&wR$:mifc®m, mmtzmiitz^xm^hti&o mm 

tzim<vmifc®mLrtiimtz>zti>x£z> 0 
25 mmn&5-<otztb(D*(om<omitLx\i, x>tv*iz\±*ti&±.<o%ifem 
i&mzx Qm-fistizft-Mim. &mk mm, w.xm, z-fu 
-m , %m & «t Tfm <r> tz #> <d y*r v - * ti z> „ 
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5 <mmztir^z 0 



15 



20 3 -fc Kn* y^>X7JVft K (2 0g) , * n n p< j^-y- 

(25ml) j3 J: [FvM V tf ^-f-^T 3 > (114ml) Of h7t K 
D75> (3 0 0ml) i^ISCTlMffU:. RJtSfi^»«tc*7lc* 
ft»xf^-P«ffl Lfc 0 M»^«$7Kff^ h V * AMI, *J3 

25 ^»^y'J*^*7A^nv^77^- : SKxf ;i/=2 5 : 



o 
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i) T«f«u Ttm&m^thMmit&m (2 3 g ) £#£ 0 

TLC : Rf 0.65(^^-9-^ I ftixf^= 3 II); 

NMR (CDC1 3 ) : 5 9.98 (s, 1H), 7.42-7.56 (m, 3H), 7.30 (m, 1H), 5.24 (s, 2H), 
3.50 (s, 3H) 0 

mm 2 




10 

**ffc7>US-*A Vf-tfA (690mg) OrF7tFn77> (60 
ml) 1 -C»jiL^b#i» (3.0g) <9r h5t K077> 

(4 0ml) ?#?££7J0;i> gfi"C3 0#Hl«#Lfco RiS«i^»ftKfl&ft«K 

15 Sr*«Lfc 0 M^v'J*^*7A^D7 b^77^- 

xfj^3 : 1) -csnru TEWttffi*Wi-a*«'fb'&« (2.5 g) ***fc 0 
TLC : Rf 0.39 (^-9- > : ^iif^=3 : 1); 

NMR (CDCI3) : 5 7.25 (t, J = 7.5 Hz, 1H), 7.10-6.95 (m, 3H), 5.20 (s, 2H), 4.70 
(d, J = 6 Hz, 2H), 3.50 (s, 3H), 1.75 (t, J = 6 Hz, 1H) 0 

20 

3-> Y**s* h^y^>y>7n? K 
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##09 2 TSBt L tzit&m (2.48 g ) £ i h V 7 * 7 4 > (4.64 g ) 
©fflfl^f-W (1 5 0ml) #*^EH'fllK* (7.34 g) fcifllx., g£-e3 0 

Si^f^=5 : l) «U Tia^1£1S*#t*&Sffc#fe (4.4i g ) m 



TLC : Rf 0.71 (^^MJ-> I St=itx?-;i,= 2 : l); 
10 NMR (CDCI3) : 5 7.25 (t, J = 7.5 Hz, 1H), 7.10-6.95 (m, 3H), 5.20 (s, 2H), 4.45 
(s, 2H), 3.50 (s, 3H) 0 



2 - (3 - * Hr->> h^fy7i-WWt) Sfc$ • ^f^iAf^ 

15 



##W3-CM^L7^^^ (4.41 g) > (1.5ml) , 

WJ7i (2.45 g) joi^a-Mfc* >; 7 A (2 5 0mg) ©T-bh-hUA' 
20 ( 5 0ml) l»3mTOLf:= Ri£M£«££*iU hWL'fcWM L 
fco V*W5A^D7 h^'7 7 ^ - ('\*^> : @f^.xf-;l/ = 

5:1) TfB»ttffi*^ri-aai«^#* (2.81 g) *&7t„ 

TLC : Rf 0i7(^^t>:ftiif)l'=2 II); 

NMR (GDCI3) : 5 7.25 (t, J = 7.5 Hz, 1H), 7.05-6.90 (m, 3H), 5.20 (s, 2H), 3.80 
25 (s, 2H), 3.75 (s, 3H), 3.50 (s, 3H), 3.10 (s, 2H) Q 



mm 
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mm 5 

2- (3-tl«-n^y7x^Mfm) • p?^;l/jn.^x;l/ 

0 

fMH*4^»jfiLfcfl:#» (2.81g) (7)^^7-71/ (2 0ml) «4N- 
I^yttt^S (1 lm 1) trBn^L. £S?3 0^»L£ o 

10 «.x^=5 : 1) TlBt)tt«^^t^MS^% (2.16g) 

TLC:Rf 0.45 (^^r^> : |^^x^;l/= 2 : 1); 

NMR (CDC1 3 ) : <J 7.20 (t, J = 7.5 Hz, 1H), 6.90 (d, J = 7.5 Hz, 1H), 6.85 (d, J = 2 
Hz, 1H), 6.75 (dd, J = 7.5, 2 Hz, 1H), 5.05 (s, 1H), 3.80 (s, 2H), 3.75 (s, 3H), 3.10 
15 (s, 2H) 0 

2- (3- (4- f77-^-2-^WF*-» 7 




""CH 3 
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#f«5«Lm!| (0.30 g) U> (1 0ml) K?§8¥U 

2 -fc Kn^y^f;l/-4- f77-^ (0.34g)i3J: 

^HJ7x-;^7r/ (0.44 g) £JjnxT, SS^5^ra»L7to MJSii 
5 ^i&ifcfc 1 , 1 ' -77y*;V **- )V V M y< V V y (0.56 g ) 4 M x. X s gfit? 

lmmnttzo m^mm^v^^-^ ^im*., zmlizo zmzm 

- (^*-9-> : ft»xf^=i o : l) TiiU Tia»ttHS:^rl--S*5IW 
10 ffc^ (0.51 g) *#fc„ 

TLC : Rf 0.56(^3MJ-> I : 1)1 

NMR (CDC1 3 ) : 5 7.79 (d, J = 8.2 Hz, 2H), 7.44 (s, 1H), 7.22-7.30 (m, 3H), 
6.91-7.05 (m, 3H), 5.42 (s, 2H), 3.81 (s, 2H), 3.72 (s, 3H), 3.08 (s, 2H), 2.39 (s, 3H) 0 

15 m m ni m -mm (137) 
20 %mm m 

6- (3- (4- (4->f^7x-;V) f7V*-^-2-'f;MF^y) 7 
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N 




CH 3 



TLC : Rf 0J5(^**)-> : ftB6^^= 2 ! 1)J 

NMR (CDCI3) : <5 7.48-7.66 (2H,m), 7.43 (1H, s), 7.28-7.10 (3H, m), 6.88-6.72 
5 (3H, m), 5.41 (2H, s), 3.66 (3H, s), 2.59 (2H, t, J=8.0Hz), 2.39 (3H, s), 2.30 (2H, t, 
J=7.5Hz), 1.74-1.46 (4H, m), 1.45-1.16 (2H, m) 0 

(2) 

5- (3- (t*7x-;v-4-^f^> h^y) 7i-^) s*y? yw. • tf-fr 

10 X7tiV 



TLC : Rf 0.57 C^*^ : ft|fexf->l/= 4 : l); 
15 NMR (CDCI3) : 5 7.30-7.62 (m, 9H), 7.20 (m, 1H), 6.77-6.83 (m, 3H), 5.08 (s, 
2H), 3.64 (s, 3H), 2.60 (t, J = 6.8 Hz, 2H) T 2.32 (t J = 6.8 Hz, 2H), 1.59-1.66 (m, 
4H) 0 
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4- (3- (tT7oc-;U-4 -Afc* h*v) 7x-iV) 7*? • 



TLC : Rf 0.65 (^^> : S||if^=3 ! 1); 

NMR (CDC1 3 ) : S 1.51-1.64 (m, 4H), 7.31-7.53 (m, 5H), 7.22 (m, 1H), 6.78-6.87 
(m, 3H), 5.09 (s, 2H), 3.66 (s, 3H), 2.64 (t, J = 7.5 Hz, 2H), 2.33 (t, J = 7.5 Hz, 2H), 
1.96 (tt, J = 7.5, 7.5 Hz, 2H) C 

mm (4) 

4- (3- (4- (4-^^7x-;i/) f7V-^-2-^W h^rv) 7 




TLC : Rf 0.59 : ^xf;l/=3 : 1); 

NMR (CDCI3) : 5 7.79 (d, J = 8.0 Hz, 2H), 7.44 (s, 1H), 7.18-7.26 (m, 3H), 6.81- 
6.87 (m, 3H), 5.41 (s, 2H), 3.66 (s, 3H), 2.64 (t, J = 7.5 Hz, 2H), 2.39 (s, 3H), 2.33 
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(t, J = 7.5 Hz, 2H), 1.95 (tt, J = 7.5, 7.5 Hz, 2H) Q 

4- (3- (2- (5-^f^-2-7x-;l/tHV*-^-4-^V) 
5 7x-jy) ^>t^f^f* 




TLC : Rf 0.39 :WfU^)1<= 3 ll)] 

10 NMR (CDC1 3 ) : S 7.98 (m, 2H), 7.38-7.46 (m, 3H), 7.17 (m, 1H), 6.72-6.77 (m, 
3H), 4.23 (t, J = 7.0 Hz, 2H), 3.66 (s, 3H), 2.98 (t, J = 7.0 Hz, 2H), 2.60 (t, J = 7.5 
Hz, 2H), 2.38 (s, 3H), 2.32 (t, J = 7.5 Hz, 2H), 1.93 (tt, J = 7.5, 7.5 Hz, 2H) 0 

iiii (6) 

15 6- (3- (2- (5-^f^-2-7x^W-;l/-4-^V) if 




20 TLC : Rf 0.51 (^*^ > I ffiife^f L ^= 3 : 1); 

NMR (CDCI3) : 5 8.04-7.92 (2H,m), 7.50-7.36 (3H, m), 7.16 (1H, t, J=8.0Hz), 
6.80-6.60 (3H, m), 4.23 (2H, t, J=7.0Hz), 3.65 (3H, s), 2.98 (2H, t, J=7.0Hz), 2.56 
(2H, t, J=7.5Hz), 2.38 (3H, s), 2.29 (2H, t, J=7.0Hz), 1.75-1.52 (4H, m), 1.44-1.26 
(2H, m)o 
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5- (3- (2- (5-^f^-2-7i-WH7-^-4-^V) 




TLC : Rf 0.28 I ft|feJ.-f->U=5 I 1); 

NMR (CDC1 3 ) : £ 8.03-7.94 (2H,m), 7.49-7.36 (3H, m), 7.23-7. 12 (1H, m), 6.78- 
10 6.68 (3H, m), 4.23 (2H, t, J=7.0Hz), 3.65 (3H, s), 2.98 (2H, t, J=7.0Hz), 2.64-2.52 
(2H, m), 2.38 (3H, s), 2.38-2.26 (2H, m), 1.75-1.58 (4H, m) 0 

mm (8) 

2- (3- (3- (lf7x^-4->fW 7x->l/) ynt^i/ft) 

15 g£g£ • ff-frj-Zffr 




s^y°-ch 3 



TLC : Rf 0.73 1 Sg?x^;W= 2 : 1) ; 

20 NMR (CDCI3) : S 7.57-7.64 (m, 4H), 7.31-7.53 (m, 5H), 7.22 (dd, J = 9.0, 7.6 Hz, 
1H), 6.79-6.86 (m, 3H), 5.10 (s, 2H), 3.72 (s, 3H), 3.23 (s, 2H), 2.71 (t, J = 7.4 Hz, 
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2H), 2.65 (t, J = 7.4 Hz, 2H), 1.93 (tt, J = 7.4, 7.4 Hz, 2H) Q 

2 - (3 - (3 - (4 - ^77-^-2-^^ 




TLC : Rf 0.68 (^^r^> I g^^^;l/= 2 II); 
10 NMR (CDC1 3 ) : 5 7.79 (d, J = 8.0 Hz, 2H), 7.44 (s, 1H), 7. 18-7.26 (m, 3H), 6.82- 
6.88 (m, 3H), 5.41 (s, 2H), 3.72 (s, 3H), 3.22 (s, 2H), 2.71 (t, J = 7.5 Hz, 2H), 2.64 
(t, J = 7.5 Hz, 2H), 2.39 (s, 3H), 1.92 (tt, J = 7.5, 7.5 Hz, 2H) 0 

iiii (1 0) 

15 6- (2- (2- (5->f;l'-2-7x-Wn , /-^-4-^V) xl> 
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TLC : Rf 0.51 WpWL*-*A'=5 '.!)', 

NMR (CDCI3) : d 7.95-8.00 (m, 2H), 7.40-7.45 (m, 3H), 7.02-7.17 (m, 2H), 6.81- 
6. 89 (m, 2H), 4.25 (t, J = 6.4 Hz, 2H), 3.65 (s, 3H), 2.99 (t, J = 6.4 Hz, 2H), 2.56 (t, 
J = 7.8 Hz, 2H), 2.38 (s, 3H), 2.26 (t, J = 7.8 Hz, 2H), 1.46-1.76 (m, 4H), 1.22-1.45 



g*fc« 1(11) 



TLC : Rf 0.56 \ ftR^f-^/=3 : l)i 

NMR (CDCI3) : 0 7.57-7.63 (m, 4H), 7.34-7.52 (m, 5H), 7.24 (dd, J = 8.1, 7.7 Hz, 
15 1H), 6.87-7.00 (m, 3H), 5.10 (s, 2H), 3.80 (s, 2H), 3.71 (s, 3H), 3.07 (s, 2H) 0 

nm n 1(12) 

2- (3- (2- (5-^f-^-2--7i-^^^r-9-y < -^-4-^;l/) xf 



5 (m, 2H) D 



10 




20 



0 CH 3 
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TLC : Rf 0.36 : WpM^^=3 : 1); 

NMR (CDC1 3 ) : S 7.95-8.00 (m, 2H), 7.37-7.44 (m, 3H), 7.20 (dd, J = 8.0, 8.0 Hz, 
1H), 6.87-6.90 (m, 2H), 6.80 (dd, J = 8.0, 2.5 Hz, 1H), 4.24 (t, J - 6.7 Hz, 2H), 3.77 
5 (s, 2H), 3.70 (s, 3H), 3.07 (s, 2H), 2.98 (t, J = 6.7 Hz, 2H), 2.37 (s, 3H) Q 

mm 1(13) 

5- (2- (2- (5->?->u-2-7x-;i/**-frV-;]/-4->f;i/) i|> 



TLC : Rf 0.59 (^3MJ-> >^= 2 I 1); 

NMR (CDCI3) : 8 8.05-7.95 (m, 2H), 7.45-7.35 (m, 3H), 7.20-7.05 (m, 2H), 6.90- 
15 6.80 (m, 2H), 4.25 (t, J = 6.5 Hz, 2H), 3.65 (s, 3H), 3.00 (t, J = 6.5 Hz, 2H), 2.60 (t, 
J = 7 Hz, 2H), 2.40 (s, 3H), 2.25 (t, J = 7 Hz, 2H), 1.80-1.45 (m, 4H) D 

iili (1 4) 

6- (2- (4- (4-^Wx-;i/) f-7 , /-;V-2-^f;Mf^y) 7 



10 
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tlc : Rf o.55(^^^> : ^X^;I/=5 : l); 

NMR(CDC1 3 ): S 7.79 (d, J = 8.0 Hz, 2H), 7.44 (s, 1H), 7.24 (d, J = 8.0 Hz, 2H), 
5 7.15-7.22 (m, 2H), 6.91-6.98 (m, 2H), 5.42 (s, 2H), 3.65 (s, 3H), 2.73 (t, J = 7.6 Hz, 
2H), 2.39 (s, 3H), 2.32 (t, J = 7.4 Hz, 2H), 1.61-1.77 (m, 4H), 1.38-1.50 (m, 2H) Q 

mm (1 5) 

2- (3- (3- (2- (5-^^-2-7x^)^^7-^-4-^^ 
10 x^y) 7z^) 7u\dfr?-t) S|^f^xXT;l' 




TLC : Rf 0.29 ! ffiKxf-^=4 : 1)1 

15 NMR (CDC1 3 ) : <J 7.95-8.00 (m, 2H), 7.40-7.46 (m, 3H), 7.17 (dd, J = 8.1, 8.1 Hz, 
1H), 6.72-6.77 (m, 3H), 4.23 (t, J = 6.8 Hz, 2H), 3.71 (s, 3H), 3.22 (s, 2H), 2.98 (t, J 
= 6.8 Hz, 2H), 2.67 (t, J = 6.8 Hz, 2H), 2.63 (t, J = 6.8 Hz, 2H), 2.38 (s, 3H), 1.90 (tt, 
J = 6.8, 6.8 Hz, 2H) 0 

20 Hi 1(16) 

2- (3- (2- (VT7i-/U-4 i^y) 7xX^fW) 
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5 TLC : Rf 0.48 (^^V ! gfcg|X^;i/ = 3 ! 1)1 

NMR (CDa 3 ) : 5 7.53-7.61 (m, 4H), 7.30-7.47 (m, 5H), 7.22 (dd, J = 8.2, 8.2 Hz, 
1H), 6.78-6.92 (m, 3H), 4.21 (t, J = 7.0 Hz, 2H), 3.79 (s, 2H), 3.71 (s, 3H), 3. 14 (t, J 
= 7.0 Hz, 2H), 3.09 (s, 2H) 0 

10 SEffiflll (J 7) 

2- (4 on- 3 - (2- (5-^f;v-2-7i-;i/tny-;v-4 




TLC : Rf 0.41 ! Sixf;l/= 2 : 1); 

NMR (CDCI3) : 5 8.00 (m, 2H), 7.50-7.35 (m. 3H), 7.27 (d, J = 8.0 Hz, 1H), 6.94 
(d, J = 2.0 Hz, 1H), 6.83 (dd,J=8.0, 2.0 Hz, 1H), 4.30 (t, J = 6.5 Hz, 2H), 3.75 (s, 
2H), 3.71 (s, 3H), 3.05 (s, 2H), 3.05 (t, J = 6.5 Hz, 2H), 2.42 (s, 3H) 0 

mm (18) 

2 - (4 nn- 3 - (4 - (4-^f;i^7x-;i/) f77-^- 2 
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N 




CI 



TLC : Rf 0.61 (^3MJ-> ! ft|6xf-^= 2 II); 
5 NMR (CDC1 3 ) : 5 7.78 (d, J = 8.0 Hz, 2H), 7.45 (s. 1H), 7.34 (d, J = 8.0 Hz, 1H), 
7.23 (d, J = 8.0 Hz, 2H), 7.11 (d, J = 2.0 Hz, 1H), 6.93 (dd, J = 8.0, 2.0 Hz, 1H), 
5.49 (s, 2H), 3.77 (s, 2H), 3.69 (s, 3H), 3.01 (s, 2H), 2.38 (s, 3H) Q 

mm 1(19) 

10 2- (3- (fcf-7a:-;l/-4-^;i/^ -4-^nn7x-;MW 



15 TLC : Rf 0.62 > : &M*.?-)\s= 2 : 1); 

NMR (CDCI3) : 5 7.70-7.35 (m, 5H), 7.58 (d, J = 8.0 Hz, 2H), 7.43 (d, J = 8.0 Hz, 
2H), 7.33 (d, J = 8.0 Hz, 1H), 7.03 (d, J = 2.0 Hz, 1H), 6.88 (dd, J = 8.0, 2.0 Hz, 
1H), 5.22 (s, 2H), 3.77 (s, 2H), 3.70 (s, 3H), 3.00 (s, 2H) Q 
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mmi (2 o) 

2 - (3 - ( (2 E) -3 - (tT7i-^-4 7 , o^;Vt^y) 7 



5 




TLC : Rf 0.63 (^^^> ! gfcS&Xf-jl/ = 3 I 1); 

NMR (CDC1 3 ) : S 7.53-7.63 (m, 4H), 7. 15-7.50 (m, 6H), 6.74-6.93 (m, 4H), 6.45 
(dt, J = 16.2, 5.7 Hz, 1H), 4.73 (dd, J = 5.7, 1.4 Hz, 2H), 3.81 (s, 2H), 3.72 (s, 3H), 
10 3.09 (s, 2H) 0 

mMU (2 1) 

2- (3- (3- (tf7x-;P-4-^^) 7*n*"*v) 7i-^W*) 




TLC : Rf 0.66 (^3MJ-> : g£gt^f-^ = 4 II); 

NMR (CDC1 3 ) : d 7.19-7.61 (m, 10H), 6.79-6.92 (m, 3H), 4.00 (t, J = 6.2 Hz, 2H), 
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3.80 (s, 2H), 3.72 (s, 3H), 3.10 (s, 2H), 2.86 (t, J = 7.7 Hz, 2H), 2.14 (m, 2H) 0 
^fflHSl 1 (22) 

2- (3- (2- (5-^?-^-2-7x^**^7*-;l'-4--f;]/) .x h 
5 ^v) 7x-;i/) ft|6-^f-^x^rn/ 




TLC : Rf 0.50 (^^-9- > : S|Rxf->I/= 2 : 1); 
10 NMR (CDC1 3 ) : S 8.00-7.95 (m, 2H), 7.50-7.35 (m, 3H), 7.20 (m, 1H), 6.90-6.75 
(m, 3H), 4.25 (t, J = 7Hz, 2H), 3.70 (s, 3H), 3.60 (s, 2H), 3.00 (t, J = 7Hz, 2H), 2.40 
(3H, s)o 

mm (23) 

15 2- (3- (lf7x^-4->fW tf V i?y-5-4)U*7Ji>nr) 




20 TLC : Rf 0.22 tfxf;v : <^**t > = 1 : 2 ) ; 

NMR (CDCI3) : (J 8.32 (d, J = 3.0 Hz, 1H), 8.18 (d, J = 2.0 Hz, 1H), 7.70-7.30 (m, 
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10H), 5.16 (s, 2H), 3.81 (s, 2H), 3.72 (s, 3H), 3.06 (s, 2H) Q 

iiii (2 4) 

2- (3- (4' tfjl/tf7x-;i^-4 h^rv) 7x-JMf)^ 

5 M • *T)Vx.*t)V 



TLC : Rf 0.65 : ^x-^;l/=3 ! 1); 

10 NMR (CDC1 3 ) : 8 7.60 (d, J = 8.4 Hz, 2H), 7.51 (d, J = 8.2 Hz, 2H), 7.49 (d, J = 
8.4Hz, 2H), 7.25 (d, J = 8.2 Hz, 2H), 7.24 (dd, J= 7.7, 7.7 Hz, 1H), 6.87-7.00 (m, 
3H), 5.10 (s, 2H), 3.81 (s, 2H), 3.72 (s, 3H), 3.08 (s, 2H), 2.63 (t, J = 7.4 Hz, 2H), 
1.68 (tq, J = 7.4, 7.4 Hz, 2H), 0.98 (t, J=7.4 Hz, 3H) 0 

15 m w m 1(25) 

2- (3- (4- (tfVv>-4-^;U) 7i-W^y) 7i-;Mf^ 
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TLC : Rf O^OCftK^f"^); 

NMR (CDCI3) : 8 8.67 (d, J = 4.5 Hz, 1H), 8.66 (d, J = 4.5 Hz, 1H), 7.67 (d, J = 
8.6 Hz, 2H), 7.50-7.58 (m, 4H), 7.26 (dd, J = 8.0, 8.0 Hz, 1H), 6.80-7.01 (m, 3H), 
5 5.13 (s, 2H), 3.81 (s, 2H), 3.72 (s, 3H), 3.09 (s, 2H) D 

mm I (2 6) 

2- (3- (4- v>-3 7i-;Mb^y) 7 



TLC : Rf 0.77 (^*^> : @£$.xf-Jl/ = 1 : 9); 

NMR (CDCI3) : 5 8.86 (d, J = 2.4 Hz, 1H), 8.60 (dd, J = 5.0, 1.6 Hz, 1H), 7.89 
15 (ddd, J = 8.0, 2.4, 1.6 Hz, 1H), 7.62 (d, J = 8.2 Hz, 2H), 7.55 (d, J = 8.2 Hz, 2H), 
7.38 (dd, J = 8.0, 5.0Hz, 1H), 7.26 (dd, J = 8.0, 8.0 Hz, 1H), 6.87-7.01 (m, 3H), 
5.13 (s, 2H), 3.81 (s, 2H), 3.72 (s, 3H), 3.09 (s, 2H) C 

mwmi (2 7) 

20 2- (3 - (4 - ( 1, 3 -v**-<M>^>-5-^) 7x-^f^» 



10 
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TLC : Rf 0.48(^^-9-^ : ft|txf-^= 3 II); 

NMR (CDC1 3 ) : S 7.54 (d, J = 8.4 Hz, 2H), 7.47 (d, J = 8.4 Hz, 2H), 7.25 (dd, J = 
5 7.9, 7.9 Hz, 1H), 6.86-7.08 (m, 6H), 6.00 (s, 2H), 5.09 (s, 2H), 3.81 (s, 2H), 3.72 (s, 
3H), 3.08 (s, 2H) 0 

mmwi (2$) 

2- (3- (4- (If Uv>-2--f;U) 7x-Jl/n j fv) 7x-JMf;l/ 
10 f-*) ^ • ^f-^x^fJl/ 




TLC : Rf 0.47(^^-t> :ftKJ-f-^=2 : 1); 
15 NMR (CDC13) : 5 8.70 (d, J = 4.6 Hz, 1H), 8.01 (d, J = 8.6 Hz, 2H), 7.74-7.77 (m, 
3H), 7.54 (d, J = 8.6 Hz, 2H), 7.24 (m, 1H), 6.75-7.00 (m, 3H), 5. 13 (s, 2H), 3.80 (s, 
2H), 3.72 (s, 3H), 3.08 (s, 2H) Q 
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2- (5- (lf7i-^- 4 -^f;Wp< h^v) -2--fn7x-;MW 




tlc : Rf o.38(^^-9-> : W^f-;i/=4 : l); 

NMR (CDC1 3 ) : 5 8. 14 (d, J = 9.0 Hz, 1H), 7.57-7.65 (m, 4H), 7.45-7.52 (m, 3H), 
7.36-7.45 (m, 2H), 7.08 (d, J = 2.8 Hz, 1H), 6.97 (dd, J = 9.0, 2.8 Hz, 1H), 5.22 (s, 
2H), 4.22 (s, 2H), 3.71 (s, 3H), 3.07 (s, 2H) 0 

i iii (3 0) 

2- (3- (tf7ji-;l/- 4 -J)V* h^y) -4--fD7x-;Mf^f 




TLC : Rf 0.34 (^^"9- > : SKxf^=4 II); 

NMR (CDCI3) : 5 7.85 (d, J = 5.5 Hz, 1H), 7.53-7.63 (m, 6H), 7.42-7.48 (m, 2H), 
7.33-7.38 (m, 1H), 7.20 (d, J= 1.0 Hz, 1H), 7.01 (dd, J = 5.5, 1.0 Hz, 1H), 5.31 (s, 
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2H), 3.83 (s, 2H), 3.71 (s, 3H), 3.00 (s, 2H)o 

%m ni (3 1) 

2- (3- (4- (1, 3 -v**^M y*ry-4 -4 )V) 7i-)M h^v) 



n.C:Rf 0.52(^^-9-^ : ftKx^ji/= 3 : i); 

10 NMR(CDC1 3 ): 5 7.74 (d, J = 8.4 Hz, 2H), 7.50 (d, J = 8.4 Hz, 2H), 7.24 (dd, J = 
7.8, 7.8 Hz, 1H), 6.80-7.09 (m, 6H), 6.02 (s, 2H), 5.11 (s, 2H), 3.80 (s, 2H), 3.71 (s, 
3H), 3.08 (s, 2H)o 

IMJ (3 2) 

15 2- (3- (2-7x^W7V'-^-4-^;MF^y) 7i-WfH 




S 



N' 




20 TLC : Rf 0.38 (^*r*t > ft|ftx^A'= 4 : 1 ) ; 

NMR (CDC1 3 ) : S 7.92-7.99 (m, 2H), 7.43-7.48 (m, 3H), 7.32 (t, J = 1.0 Hz, 1H), 
89 
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7.26 (dd J = 7.9, 7.9 Hz, 1H), 6.90-7.04 (m, 3H), 5.27 (d, J = 1.0 Hz, 2H), 3.81 (s, 
2H), 3.72 (s, 3H), 3.09 (s, 2H) C 

mmi (33) 

5 2- (3- (2- (5-*7-P-2- (4-^f;V7x^;l/) t^^S-fr- 




10 TLC : Rf 0.81(^*"fr> ".ftlfci-^= 1 : 1)1 

NMR (CDC1 3 ) : 8 7.86 (d, J = 8.2 Hz, 2H), 7.25-7. 16 (m, 3H), 6.90-6.76 (m, 3H), 
4.24 (t, J = 6.7 Hz, 2H), 3.78 (s, 2H), 3.71 (s, 3H), 3.08 (s, 2H), 2.97 (t, J = 6.7 Hz, 
2H), 2.39 (s, 3H), 2.37 (s, 3H) 0 

15 mmm 1(34) 

2- (3- (2- (2-7i-m7-^-4-^) xf^y) 7^-)U 

20 

TLC : Rf 0.39 (^^-9- > : W^f"^=4 II); 

NMR (CDCI3) : S 7.92-7.96 (m, 2H), 7.41-7.46 (m, 3H), 7.23 (dd, J = 8.4, 8.4 Hz, 
1H), 7.07 (s, 1H), 6.81-6.93 (m, 3H), 4.37 (t, J = 6.6 Hz, 2H), 3.79 (s, 2H), 3.71 (s, 
3H), 3.31 (t, J = 6.6 Hz, 2H), 3.09 (s, 2H)o 
90 
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2- (3- (2- (5-^f-^-2- (4-F'J7;^n>f;i/7x^;v) * 
5 ;i> 

W 0 CH 3 

TLC : Rf 0.22(^+-t> :ftK^f-^=2 : l); 
10 NMR (CDC1 3 ) : £ 8.09 (d, J = 7.6 Hz, 2H), 7.69 (d, J = 7.6 Hz, 2H), 7.19 (m, 1H), 
6.89 (m, 2H), 6.8 (d, J = 7.2 Hz, 1H), 4.25 ( t, J = 6.5 Hz, 2H), 3.78 (s, 2H), 3.72 (s, 
3H), 3.09 (s, 2H), 2.99 (t, J = 6.5 Hz, 2H), 2.41 (s, 3H)o 

mm (3 6) 

15 2- (3- (2- (2-7i-)l/t+tV-^-4--fil/) x^y) 7^- 

20 TLC : Rf 0.40(^^*9- >: B|@|xf-;|/=3 : 1) ; 

NMR (CDCI3) : S 8.00-8.05 (m, 2H), 7.58 (s, 1H), 7.41-7.46 (m, 3H), 7.23 (dd, J 
= 8.0, 8.0 Hz, 1H), 6.81-6.93 (m, 3H), 4.29 (t, J = 6.5 Hz, 2H), 3.79 (s, 2H), 3.72 (s, 
3H), 3.09 (t, J = 6.5 Hz, 2H), 3.09 (s, 2H) Q 
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mm (3 7) 

2- (3- (2- (5 - (4-7^D7x-^) **-9-V-;l/ 



5 




TLC : Rf 0.62(^^r^> I ^Xf-;l/= 1 : 1); 

NMR(CDC1 3 ): £ 7.96 (m, 2H), 7.06-7.24 (m, 3H), 6.91-6.74 (m, 3H), 4.23 (t, J = 
6.6 Hz, 2H), 3.77 (s, 2H), 3.71 (s, 3H), 3.08 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 2.38 (s, 
10 3H) 0 

Sffiffil (3 8) 

2- (3- (2- (5-^f-^-2 - (1, 3-5>*3MM>7'>-5->f>l') 

15 T>U 




TLC : Rf 0.84(^3r"t> I ft^if^= 1 : 1); 
20 NMR (CDC1 3 ) : 5 7.52 (dd, J = 8.0, 1.4 Hz, 1H), 7.43 (d, J = 1.4 Hz, 1H), 7.19 (d, 
J= 8.0 Hz, 1H), 6.91-6.77 (m, 4H), 6.01 (s, 2H), 4.23 (t, J = 6.7 Hz, 2H), 3.78 (s, 
2H), 3.71 (s, 3H), 3.08 (s, 2H), 2.95 (t, J = 6.7Hz, 2H), 2.35 (s, 3H) 0 



92 



WO 99/46232 



PCT/JP99/01134 



mmi (39) 

5- (3- (3- (5->tf^-2-7x-;^W-^-4-^JV) 



5 




TLC : Rf 0M(T»W> :WrWi3-?-fr=2 : 1)1 

NMR (CDC1 3 ) : 5 8.00-7.95 (m, 2H), 7.50-7.35 (m, 3H), 7.20 (dd, J = 8, 7.5 Hz, 
1H), 6.80-6.70 (m, 3H), 4.00 (t, J = 6 Hz, 2H), 3.65 (s, 3H), 2.70 (t, J = 6 Hz, 2H), 
10 2.60 (m, 2H), 2.35 (m, 2H), 2.30 (s, 3H), 2.15 (m, 2H), 1.70-1.50 (m, 4H) 0 

2- (3- (2- (5 -^f-;V-2 - (4-^nn7i-)V) 




TLC : Rf 0.83 : BfeBfcx 7-^=2 : l); 

NMR (CDCI3) : 5 7.93 (d, J = 8.8 Hz, 2H), 7.38 (d, J = 8.8 Hz, 2H), 7.27 (t, J = 
20 7.9 Hz, 1H), 7.06 (m, 1H), 6.92 (d, J = 8.0 Hz, 1H), 6.82 (d, J = 8.0 Hz, 1H), 4.27 (t, 
J = 7.8 Hz, 2H), 3.88 (s, 2H), 3.70 (s, 3H), 3.15 (s, 2H), 2.97 (t, J = 7.8 Hz, 2H), 
2.39 (s, 3H) 0 
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2- (3- (5-^f)l'-2-7x-;i/tW-A'-4-^^h^» 7 



TLC : Rf 0.56 : ftK^f-^=2 : 1); 

NMR (CDC1 3 ) : <5 8.05-8.00 (m, 2H), 7.50-7.40 (m, 3H), 7.25 (dd, J = 8, 8 Hz, 
10 1H), 7.05-6.90 (m, 3H), 5.00 (s, 2H), 3.80 (s, 2H), 3.75 (s, 3H), 3.10 (s, 2H), 2.50 (s, 
3H) 0 

**m\ (4 2) 

2- (3- (3- (5-^f^-2-7x-;i/tHV-^-4-^V) -fu 
15 *°*v) 7i-A/^W*) ffit-^ffl/X^f/l' 



TLC : Rf 0.53(^^-9-^ : *»i^^= 2 : l); 
20 NMR (CDCI3) : $ 8.00-7.95 (m, 2H), 7.50-7.40 (m, 3H), 7.25 (dd, J = 7.5, 7.5 Hz, 
1H), 6.95-6.75 (m, 3H), 4.00 (t, J = 6 Hz, 2H), 3.80 (s, 2H), 3.75 (s, 3H), 3.10 (s, 
2H), 2.70 (t, J = 7 Hz, 2H), 2.30 (s, 3H), 2.15 (m, 2H) D 



5 
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(43) 

2- (3- (2- (5-^fJl/-2-7x^l/t^t7*-^-4-'fiH if 



TLC : Rf 0.48 + : »J-f-^=3 : 1); 

NMR (CDQ 3 ) : S 7.97-8.02 (m, 2H), 7.41-7.46 (m, 3H), 7.22 (dd, J = 8.0, 8.0 Hz, 
10 1H), 6.76-6.81 (m, 3H), 4.25 (t, J = 6.5 Hz, 2H), 3.64 (s, 3H), 2.99 (t, J = 6.5 Hz, 
2H), 2.38 (s, 3H), 1.55 (S, 6H) 0 

2- (3- (2- (5-^^-2- t^rt^^- 



TLC : Rf 0.70 (^W^ ! »f^= 2 : 1); 
20 NMR (CDC1 3 ) : S 7.91 (m, 1H), 7.25-7. 15 (m, 4H), 6.90-6.77 (m, 3H), 4.25 (t, J = 
6.7 Hz, 2H), 3.77 (s, 2H), 3.68 (s, 3H), 3.06 (s, 2H), 2.98 (t, J = 6.7 Hz, 2H), 2.65 (s, 
3H), 2.36 (s, 3H) 0 



5 




H 3 C CH 3 
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*mm (45) 

2- (3- (2- (5->f-;i/-2- (3-^f^7x^) 

5 




TLC : Rf 0.64 (^^r^> : &&J^-)\'=2 I 1); 

NMR (CDCI3) : <5 7.81 (s, 1H), 7.76 (d, J = 8.0 Hz, 1H), 7.32-7.14 (m, 3H), 6.89- 
10 6.76 (m, 3H), 4.23 (t, J = 6.6 Hz,2H), 3.75 (s, 2H), 3.67 (s, 3H), 3.06 (s, 2H), 2.96 (t, 
J = 6.6 Hz, 2H), 2.37 (s, 3H), 2.35 (s, 3H) Q 

mm (4 6) 

2- (3- (2- (5-^f"^-2- (4-* h+5/7i-^) 




TLC : Rf 0.43 I Rsifcx ■?■;]/ =3 II); 

20 NMR (CDCI3) : <5 7.92 (d, J = 9.0 Hz, 2H), 7.21 (dd, J = 8.1, 8.1 Hz, 1H), 6.94 (d, 
J =9.0 Hz, 2H), 6.88-6.98 (m, 2H), 6.81 (m, 1H), 4.24 (t, J = 6.7 Hz, 2H), 3.85 (s, 
3H), 3.78 (s, 2H), 3.71 (s, 3H), 3.08 (s, 2H), 2.97 (t, J = 6.7 Hz, 2H), 2.36 (s, 3H) 0 
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m m i (47) 

2- (3- (2- (5-^f-^-2- (4--ho7x-;l/) t^ty-JV- 



5 




TLC : Rf 0.32 ! gfcgg.x-^ 3 : 1)1 

NMR (CDCI3) : 5 8.30 (d, J = 9.0 Hz, 2H), 8. 14 (d, J = 9.0 Hz, 2H), 7.22 (dd, J = 
8.0, 8.0 Hz, 1H), 6.77-6.91 (m, 3H), 4.26 (t, J = 6.5 Hz, 2H), 3.78 (s, 2H), 3.72 (s, 
10 3H), 3.09 (s, 2H), 3.00 (t, J = 6.5 Hz, 2H), 2.43 (s, 3H) Q 

iiii (4 8) 

2- (3- (2- )^-2 -y^-)Ut^^y-)^- 4 -4 x.h 



TLC : Rf 0.45 : g£$?.x^;i/= 3 ; l); 

NMR (CDCI3) : d 7.96-8.00 (m, 2H), 7.40-7.46 (m, 3H), 6.91 (m, 1H), 6.77-6.81 
20 (m, 2H), 4.23 (t, J = 6.6 Hz, 2H), 3.73 (s, 2H), 3.72 (s, 3H), 3.08 (s, 2H), 2.97 (t, J = 
6.6 Hz, 2H), 2.38 (s, 3H) 0 

mm I (4 9) 



15 




CI 
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2- (3- (2- (5 -*<f-fr- 2 -7x-;l/tHV-^- 4 ->f 



TLC : Rf 0.48 : WSl^^= 5 : l); 

NMR (CDa 3 ) : «J 8.00-7.95 (m, 2H), 7.46-7.39 (m, 3H), 7.07 (t, J - 7.9 Hz, 1H), 
6.85-6.77 (m, 2H), 4.24 (t, J = 6.5 Hz, 2H), 3.83 (s, 2H), 3.73 (s, 3H), 3.11 (s, 2H), 
3.00 (t, J = 6.5 Hz, 2H), 2.38 (s, 3H), 2.21 (s, 3H) Q 

iiii (5 0) 

2- (1- (3- (2- (5-^f;l/-2-7x-;i/t^t>/-;v-4-'f;V) 

Xh^» 7ii*) Xfjl/ft) Sl-^f^f^ 



TLC : Rf 0.68 i l|xf^= 4 : 1); 

NMR (CDC1 3 ) : S 8.00-7.95 (m, 2H), 7.46-7.39 (m, 3H), 7.21 (t, J = 8.2 Hz, 1H), 
6.94-6.89 (m, 2H), 6.82-6.76 (m, 1H), 4.25 (t, J = 6.7 Hz, 2H), 4.10 (q, J = 7.2 Hz, 
20 1H), 3.67 (s, 3H), 3.02 (s, 2H), 2.98 (t, J =6.7 Hz, 2H), 2.39 (s, 3H), 1.55 (d, J = 
7.2 Hz, 3H)o 




5 



15 
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mw mi (si) 

2- (3- (2- (5-^f^-2-7x-WW-^-4-^^) -1 
-^Wfafy) 7x-JMf^ft) ftR-jX^^x^r^ 



5 




TLC:Rf0.72(^^^> : ^X-f-;U=2 : 1) 0 
(5 2) 

10 2- (3- (2- (5-h'J7Jl/tn / »tf;i/-2 -7i-;l/iH7-^- 4 




15 TLC : Rf 0.37 > ! BfeBP^^ 4 : 1 ) ; 

NMR (CDC1 3 ) : 5 8.10-8.00 (m., 2H), 7.55-7.41 (m., 3H), 7.21 (dd, J = 8.0, 8.0 
Hz, 1H), 6.94-6.75 (m, 3H), 4.31 (t, J = 6.5 Hz, 2H), 3.77 (s, 2H), 3.71 (s, 3H), 
3.25-3.14 (m, 2H), 3.08 (s, 2H) 0 

20 mm i (53) 

2- (3- (2- (5-^f^-2-7x^t J ft7-il'-4-^l/) -fu 
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tlc : Rf 0.54 (^y-y :ftK^f-^=3 : d; 

NMR (CDC1 3 ) : d 8.00-7.94 (m, 2H), 7.44-7.37 (m, 3H), 7.29 (t, J = 8.2 Hz, 1H), 
5 6.89-6.86 (m, 2H), 6.79 (dd, J = 8.4, 2.0Hz, 1H), 4.17-4.03 (m, 2H), 3.77 (s, 2H), 
3.71 (s, 3H), 3.26-3.15 (m, 1H), 3.08 (s, 2H), 2.37 (s, 3H), 1.41 (d, J = 6.8 Hz, 3H) 0 

mm (5 4) 

2- (3- (2- (5-^f^-2-7x^;Vt^t7-^-4-^f;V) x). 
10 3fv) 7x^JMfW^) ^D;ry^-xf^xXf^ 




TLC : Rf 0.75 ! gfc$x^;i/ = 7 I 1); 

15 NMR (CDCI3) : d 8.00-7.94 (m, 2H), 7.46-7.38 (m, 3H), 7.20 (t, J = 8.2 Hz, 1H), 
6.90 (m, 2H), 6.82-6.75 (m, 1H), 4.24 (t, J = 6.8 Hz, 2H), 4.17 (q, J = 7.2 Hz, 2H), 
3.82 (d, J = 13.4 Hz, 1H), 3.74 (d, J = 13.4 Hz, 1H), 3.28 (q, J = 7.0 Hz, 1H), 2.98 (t, 
J = 6.8 Hz, 2H), 2.38 (s, 3H), 1.38 (d, J = 7.0 Hz, 3H), 1.28 (t, J = 7.2 Hz , 3H) Q 

20 mmm 1(55) 

2- (3- (2- (5 2- (4-xf^7xZ)V) j-JrW-fr- 
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TLC : Rf 0.57 (Sfif^ : > = 1 I 2)\ 

5 NMR(CDC1 3 ): 8 7.88 (d, J = 8.0 Hz, 2H), 7.25 (d, J = 8.0 Hz, 2H), 7.21 (dd, J = 
8.0, 8.0 Hz, 1H), 6.95-6.75 (m, 3H), 4.24 (t, J = 6.5 Hz, 2H), 3.78 (s, 2H), 3.71 (s, 
3H), 3.08 (s, 2H), 2.97 (t, J = 6.5 Hz, 2H), 2.68 (q, J = 7.5 Hz, 2H), 2.37 (s, 3H), 
1.25 (t, J = 7.5 Hz, 3H) 0 

10 1 (56) 

2- (3- (2- (5 -**JU-2- (2, 2-v7J^n-i, 3 _y^ 



TLC : Rf 0.59 (ftRxf^/ : /\3f-iJ- > = 1 : 2)', 

NMR (CDC1 3 ) : 5 7.75 (dd, J = 8.0, 1.0 Hz, 1H), 7.69 (d, J = 1.0 Hz, 1H), 7.21 
(dd, J = 8.0, 8.0 Hz, 1H), 7. 10 (d, J = 8.0 Hz, 1H), 6.89 (d, J = 8.0 Hz, 1H), 6.88 (s, 
20 1H), 6.80 (d, J = 8.0 Hz, 1H), 4.23 (t, J = 6.5 Hz, 2H), 3.78 (s, 2H), 3.71 (s, 3H), 
3.09 (s, 2H), 2.96 (t, J = 6.5 Hz, 2H), 2.38 (s, 3H) Q 



15 
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mmni (57) 

2- (3- (2- (5 -^f-^-2 - (4-7 p nif^7i-A') ***rv*~)V 



5 




TLC : Rf 0.63 (ftifeif-^ : ^-9-> = 1 : 2); 

NMR (CDC1 3 ) : <J 7.88 (d, J = 8.5 Hz, 2H), 7.23 (d, J = 8.5 Hz, 2H), 7.21 (dd, J = 
8.0, 8.0 Hz, 1H), 6.95-6.75 (m, 3H), 4.24 (t, J = 7.0 Hz, 2H), 3.78 (s, 2H), 3.71 (s, 
10 3H), 3.08 (s, 2H), 2.97 (t, J = 7.0 Hz, 2H), 2.62 (t, J = 7.5 Hz, 2H), 2.37 (s, 3H), 
1.65 (m, 2H), 0.94 (t, J = 7.5 Hz, 3H) Q 

iiai (5 8) 

2- (3- (2- (5 2 - (4 ->f V7"ntf^7i-^) 

15 -fr-4-<fJls) x^y) 7i-;MWt) SS^f^f^ 




TLC : Rf 0.60 (^xf-;i/ : ^\^+h>= l \ 2)\ 
20 NMR(CDC1 3 ): 8 7.89 (d, J = 8.5 Hz, 2H), 7.28 (d, J = 8.5 Hz, 2H), 7.21 (dd, J = 
8.0, 8.0 Hz, 1H), 6.95-6.75 (m, 3H), 4.24 (t, J = 6.5 Hz, 2H), 3.78 (s, 2H), 3.71 (s, 
3H), 3.08 (s, 2H), 2.97 (t, J = 6.5 Hz, 2H), 2.94 (m, 1H), 2.37 (s, 3H), 1.26 (d, J = 
7.0 Hz, 6H) 0 
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2- (3- (2- (5-^f;V-2-7x^;l/f77-;V-4-^JV) ^Y* 

5 




TLC : Rf 0.54(^^r-9-> : 3 : 1); 

NMR (CDC1 3 ) : 5 7.89-7.83 (m, 2H), 7.45-7.36 (m, 3H), 7.21 (t, J = 8.0 Hz, 1H), 
10 6.91-6.77 (m, 3H), 4.33 (t, J = 6.8 Hz, 2H), 3.78 (s, 2H), 3.71 (s, 3H), 3.19 (t, J = 
6.8 Hz, 2H), 3.08 (s, 2H), 2.47 (s, 3H) 0 

mMM 1 (60) 

2- (3- (2- (5-^^-2- (4-W7x-^) 
15 4->fA0 ih^ry) 7i-WW*) SK->f^f^ 




H 3 C 

TLC : Rf 0.59 (^^> : ft»J-f"^= 2 : 1)1 
20 NMR (CDCI3) : 8 7.90 (d, J = 7 Hz, 2H), 7.25-7. 15 (m, 3H), 6.90-6.75 (m, 3H), 
4.25 (t, J = 6.5 Hz, 2H), 3.75 (s, 2H), 3.70 (s, 3H), 3.10 (s, 2H), 3.00 (t, J = 6.5 Hz, 
2H), 2.65 (t, J = 7.5 Hz, 2H), 2.40 (s, 3H), 1.60 (m, 2H), 1.35 (m, 2H), 0.95 (t, J = 7 
Hz, 3H) 0 
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mmmi (e 1) 

2- (3- (2- (5-if;i'-2-7x-;vtJftv-;i'-4-^v) xl> 




TLC : Rf 0.27 (^*^> : SISxfJl/=3 : 1)1 

NMR (CDC1 3 ) : 5 7.96-8.01 (m, 2H), 7.40-7.48 (m, 3H), 7.21 (dd, J = 8.0, 8.0 Hz, 
10 1H), 6.87-6.90 (m, 2H), 6.79 (m, 1H), 4.24 (t, J = 6.6 Hz, 2H), 3.78 (s, 2H), 3.71 (s, 
3H), 3.08 (s, 2H), 2.99 (t, J = 6.6 Hz, 2H), 2.75 (q, J = 7.6 Hz, 2H), 1.31 (t, J = 7.6 
Hz, 3H) 0 

IMJ (6 2) 

15 2- (3- (2- (5-^^-2- (2, 3, 5, 6 -x h 7 7^*n - 4 
F F 

20 

TLC : Rf 0.45 *. ifif;l/=4 : 1); 

NMR (CDCI3) : <J 7.21 (dd, J = 8.0, 8.0 Hz, 1H), 6.94-6.75 (m, 3H), 4.25 (t, J = 
6.4 Hz, 2H), 3.78 (s, 2H), 3.72 (s, 3H), 3.09 (s, 2H), 3.03 (t, J = 6.4 Hz, 2H), 2.42 (s, 
104 
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3H), 2.36-2.30 (m, 3H) D 
Wm I (6 3) 

2- (3- (2- (5-^f-;l/-2- (4-^m7x^) **^V*-;i/ 




TLC : Rf 0.66 (^^r^> : Si?xf-;i/= 2 : 1); 
10 NMR (CDC1 3 ) : <J 7.90 (d, J = 8 Hz, 2H), 7.25-7.20 (m, 3H), 6.95-6.75 (m, 3H), 
4.25 (t, J = 6.5 Hz, 2H), 3.80 (s, 2H), 3.70 (s, 3H), 3.10 (s, 2H), 3.00 (t, J = 6.5 Hz, 
2H), 2.65 (t, J = 7.5 Hz, 2H), 2.40 (s, 3H), 1.60 (m, 2H), 1.40-1.25 (m, 4H), 0.90 (t, 
J = 6.5 Hz, 3H)o 

15 mmn (6 4) 

2- (3- (2- (5-^^-2- (3-^nn-4-^f^7i-^) * 
3r*ry-)V-4 x^y) 7x-;Mf^ft) Sl'^f^f 




20 CI 

TLC : Rf 0.47 : ^f^=3 : 1); 

NMR (CDC1 3 ) : $ 7.96 (d, J = 1.8 Hz, 1H), 7.75 (dd, J = 7.8, 1.8 Hz, 1H), 7.28 (d, 
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J = 7.8 Hz, 1H), 7.21 (dd, J = 8.0, 8.0 Hz, 1H), 6.88-6.91 (m, 2H), 6.79 (m, 1H), 
4.24 (t, J = 6.6 Hz, 2H), 3.78 (s, 2H), 3.72 (s, 3H), 3.08 (s, 2H), 2.97 (t, J = 6.6 Hz, 
2H), 2.41 (s, 3H), 2.38 (s, 3H) 0 

mmm (e 5) 

2- (3- (2- (5-*Tfr-2-"s?us\*i/)\,***y*/-)V-A-J)V) 




TLC : Rf 0.65 : ftBftx-^^= 2 ! 1); 

NMR (CDCI3) : S 7.20 (m, 1H), 6.95-6.70 (m, 3H), 4. 15 (t, J = 7.5 Hz, 2H), 3.80 
(s, 2H), 3.75 (s, 3H), 3.15 (s, 2H), 2.90 (t, J = 7.5 Hz, 2H), 2.70 (m, 1H), 2.25 (s, 
3H), 2.10-1.20 (m, 10 H) 0 

mmi (6 6) 

2- (3- (2- (5-^^-2- (4- (2 -^f^7"n 7xx;i^) 




CH 3 



TLC : Rf 0.58 (^^^^ ! »f/l/=2 ! 1); 
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NMR (CDCI3) : 8 7.90 (d, J = 8 Hz, 2H), 7.25-7.20 (m, 3H), 6.90-6.75 (m, 3H), 
4.25 (t, J = 7 Hz, 2H), 3.80 (s, 2H), 3.70 (s, 3H), 3. 10 (s, 2H), 2.95 (t, J = 7 Hz, 2H), 
2.50 (d, J = 8 Hz, 2H), 2.40 (s, 3H), 1.90 (m, 1H), 0.90 (d, J = 7 Hz, 6H) 0 

mm I (6 7) 

2- (3- (2- (5 -^f-Jl/- 2 - (4 - t -7?-fr7 3L-fr) 




TLC : Rf 0.50 (^-^ : ^f^=2 ! 1); 

NMR (CDCI3) : <? 7.90 (d, J = 8 Hz, 2H), 7.45 (d, J = 8 Hz, 2H), 7.20 (dd, J = 8, 8 
Hz, 1H), 6.90-6.75 (m, 3H), 4.25 (t, J = 7 Hz, 2H), 3.80 (s, 2H), 3.70 (s, 3H), 3.10 (s, 
2H), 3.00 (t, J = 7 Hz, 2H), 2.40 (s, 3H), 1.35 (s, 9H) D 

mm 

2- (3- (2- (5 -^f-^- 2 - (4-V^nA^yjV7x-^) *3r^ 

o 

TLC : Rf 0.42 (^-9- > : f£@g.x^jI/=4 : l); 

NMR (CDCI3) : § 7.88 (d, J = 8.3 Hz, 2H), 7.26 (d, J = 8.3 Hz, 2H), 7.21 (dd, J = 

8.0, 8.0 Hz, 1H), 6.87-6.90 (m, 2H), 6.80 (m, 1H), 4.23 (t, J = 6.8 Hz, 2H), 3.78 (s, 
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2H), 3.71 (s, 3H), 3.08 (s, 2H), 2.97 (t, J - 6.8 Hz, 2H), 2.53 (m, 1H), 2.37 (s, 3H), 
1.70-1.94 (m, 4H), 1.30-1.53 (m, 6H) 0 

n mni (6 9) 

5 2- (3- 2- (1, 3-y**4M>y>-5-4)\') 



10 TLC : Rf 0.50(^^r-9-> : Sixf;l/=4 : 1) ; 

NMR (CDCI3) : 5 7.55 (dd, J = 8.0, 1.8 Hz, 1H), 7.47 (d, J = 1.8 Hz, 1H), 7.21 
(dd, J = 8.0, 8.0 Hz, 1H), 7.08-7.02 (m, 1H), 6.96-6.82 (m, 3H), 6.02 (s, 2H), 5.00 (s, 
2H), 3.78 (s, 2H), 3.71 (s, 3H), 3.11 (s, 2H), 2.43 (s, 3H) 0 

15 IMJ (7 0) 

2- (3- (5 -*<f-fr-2- (4--f V7 p ntf;l/7oi^;P) t^tv-JV- 
4-^;i^h3rv) 7x^WfW) li^f^xxr^ 



20 

TLC : Rf 0.50 (^-9- > : SSif^=4 II); 

NMR (CDCI3) : 5 7.93 (dd, J = 8.5, 2.0 Hz, 2H), 7.35-7.18 (m, 3H), 7.09-7.03 (m, 
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1H), 6.96-6.84 (m, 2H), 5.02 (s, 2H), 3.78 (s, 2H), 3.71 (s, 3H), 3.11 (s, 2H), 2.94 
(sep., J = 7.0 Hz, 1H), 2.43 (s, 3H), 1.27 (d, J = 7.0 Hz, 6H) 0 

l iii (7i) 

5 2- (3- (2- (4-^f)l/-2-7x^^tHV-^-5-^V) .x h 




10 TLC : Rf 0.37 : @£$.xiP;l/=3 : i); 

NMR (CDC1 3 ) : <5 8.01-7.96 (m, 2H), 7.46-7.39 (m, 3H), 7.22 (t, J = 8.2 Hz, 1H), 
6.97-6.88 (m, 2H), 6.80 (m, 1H), 4.23 (t, J = 6.8 Hz, 2H), 3.78 (s, 2H), 3.71 (s, 3H), 
3.16 (t, J = 6.8 Hz, 2H), 3.08 (s, 2H), 2.22 (s, 3H) Q 

15 mmi (72) 

2- (3- (2- (5-*f-^-2- (3, 4-y7h^y7x^;v) 



H3C-O 




20 

TLC : Rf 0.18 (^^V : S^f^=3 : l)i 

NMR (CDCI3) : S 7.56 (dd, J = 8.3, 2.0 Hz, 1H), 7.50 (d, J = 2.0 Hz, 1H), 7.21 
(dd, J = 8. 1, 8.1 Hz, 1H), 6.91 (d, J = 8.3 Hz, 1H), 6.87-6.91 (m, 2H), 6.80 (ddd, J = 
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8.1, 2.5, 1.0 Hz, 1H), 4.24 (t, J = 6.7 Hz, 2H), 3.97 (s, 3H), 3.93 (s, 3H), 3.78 (s, 
2H), 3.72 (s, 3H), 3.09 (s, 2H), 2.97 (t, J = 6.7 Hz, 2H), 2.37 (s, 3H) C 

mm (73) 

5 2- (3- (2- (5 -^f"^- 2 - (4-F'J7^*n^Ky7x^) 




10 

TLC : Rf 0.62(^^r-9-> : M^^^=2 : 1)1 

NMR (CDC1 3 ) : S 8.00 (d, J = 8 Hz, 2H), 7.30-7.15 (m, 3H), 6.95-6.75 (m, 3H), 
4.25 (t, J = 6.5 Hz, 2H), 3.80 (s, 2H), 3.75 (s, 3H), 3.10 (s, 2H), 3.00 (t, J = 6.5 Hz, 
2H), 2.40 (s, 3H) 0 

15 

mum 1 (74) 

2- (3- (2- (5-p<f-^-2- (3, 4, 5-PJ^f^y7i-;U) 



H3C-0 




CH 3 
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TLC : Rf 0.24 ! f^Rj.^^= 2 : 1); 

NMR (CDC1 3 ) : <? 7.25-7. 15 (m, 3H), 6.95-6.75 (m, 3H), 4.25 (t, J = 7.5 Hz, 2H), 
3.95 (s, 6H), 3.90 (s, 3H), 3.80 (s, 2H), 3.70 (s, 3H), 3.10 (s, 2H), 3.00 (t, J = 7.5 Hz, 
2H), 2.40 (s, 3H) 0 

mm I (7 5) 

2- (3- (2- (5-^f-;i/-2- (4-^f^^7V>-l-^;V) * 




TLC : Rf 0.12 (S^xf ^) ! 

NMR (CDCI3) : 8 7.20 (dd, J = 8.0, 8.0 Hz, 1H), 6.95-6.75 (m, 3H), 4.20 (t, J = 
15 7.0 Hz, 2H), 3.78 (s, 2H), 3.72 (s, 3H), 3.42 (t, J = 5.0 Hz, 4H), 3.09 (s, 2H), 2.95 (t, 
J = 7.0 Hz, 2H), 2.50 (t, J = 5.0 Hz, 4H), 2.34 (s, 3H), 2.26 (s, 3H) C 

iiU (75) 

2- (3- (2- (S-*T)V-2- (4-^W^7x-^) t^V- 
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TLC : Rf 0.46 (g£@£.x-^;i/ : s\*y-y = 1 : 2) ; 

NMR (CDC1 3 ) : S 7.88 (d, J = 8.5 Hz, 2H), 7.27 (d, J = 8.5 Hz, 2H), 7.21 (dd, J = 
8.0, 8.0 Hz, 1H), 6.95-6.75 (m, 3H), 4.24 (t, J =6.5 Hz, 2H), 3.78 (s, 2H), 3.71 (s, 
3H), 3.08 (s, 2H), 2.97 (t, J = 6.5 Hz, 2H), 2.52 (s, 3H), 2.37 (s, 3H) 0 

mmmi (77) 

2- (3- (2- (5-^Jl/-2- (fefV *?>-2-4fr) t^rtV-Jl/- 



10 




TLC : Rf 0.60(^*+f-> : ^xf^= 1 12); 

NMR(CDC1 3 ) : <5 8.71 (m, 1H), 8.05 (m, 1H), 7.73 (m, 1H), 7.32 (m, 1H), 7.21 
(dd, J = 8.0, 8.0 Hz, 1H), 6.76-6.92 (m, 3H), 4.27 (t, J = 6.6 Hz, 2H), 3.78 (s, 2H), 
15 3.72 (s, 3H), 3.08 (s, 2H), 3.01 (t, J = 6.6 Hz, 2H), 2.44 (s, 3H) 0 

2- (3- (2- (5 2- (ft7x'/-2->f^) t^W-fr 

O 




TLC : Rf 0.40 (^^ : ftSifA'=3 I 1)1 

NMR (CDC1 3 ) : <J 7.58 (dd, J = 3.6, 1.3 Hz, 1H), 7.37 (dd, J = 5.0, 1.3 Hz, 1H), 
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7.21 (dd, J = 8.0, 8.0 Hz, 1H), 7.08 (dd, J = 5.0, 3.6 Hz, 1H), 6.87-6.91 (m, 2H), 
6.79 (m, 1H), 4.22 (t, J = 6.6 Hz, 2H), 3.78 (s, 2H), 3.72 (s, 3H), 3.08 (s, 2H), 2.96 
(t, J = 6.6 Hz, 2H), 2.36 (s, 3H) D 

5 lijl (7 9) 

2- (3- (2- (5-^^-2- (3--Fo-4-^f^7i-;i') ir 



TLC : Rf 0A2(^**)-> I g^^f"^= 2 II); 

NMR (CDC1 3 ) : 8 8.55 (d, J = 1 Hz, 1H), 8. 10 (dd, J = 8, 1 Hz, 1H), 7.40 (d, J = 8 
Hz, 1H), 7.20 (dd, J = 8, 8 Hz, 1H), 6.95-6.80 (m, 3H), 4.25 (t, J = 6.5 Hz, 2H), 3.80 
15 (s, 2H), 3.75 (s, 3H), 3.10 (s, 2H), 3.00 (t, J = 6.5 Hz, 2H), 2.65 (s, 3H), 2.40 (s, 
3H) 0 

2- (3- (2- (5-^^^-2- (4-y7f^7^7x^^) 



10 






,0. 



S' 



o 
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TLC : Rf 0.43 : ^^r^>= 1 ! 2)', 

NMR (CDC1 3 ) : 8 7.83 (d, J = 9.0 Hz, 2H), 7.21 (dd, J = 8.0, 8.0 Hz, 1H), 6.95- 
6.75 (m, 3H), 6.71 (d, J = 9.0 Hz, 2H), 4.23 (t, J = 7.0 Hz, 2H), 3.78 (s, 2H), 3.71 (s, 
3H), 3.08 (s, 2H), 3.01 (s, 6H), 2.96 (t, J = 7.0 Hz, 2H), 2.34 (s, 3H) D 

2- (3- (2- (5 -**to-2 -*/truwf-frHr*i}-V-fr-A -4 fr) 




TLC : Rf 0.46(^**f > : B£$^f-^=2 II); 

NMR (CDCI3) : 8 7.20 (m, 1H), 6.95-6.70 (m, 3H), 4. 15 (t, J = 6.5 Hz, 2H), 3.80 
(s, 2H), 3.75 (s, 3H), 3.15 (m, 3H), 2.90 (t, J =6.5 Hz, 2H), 2.25 (s, 3H), 2.20-1.50 
(m, 8H) 0 

(8 2) 

2- (3- (2- (5-*f->l/-2- (4-^f;l/7x-;l/) t+ty*-^- 
4-^fJl/) 7i^) ffiK • ^f-^i^T)!/ 




TLC : Rf 0.54(^*^> :6fcHx^;i/=2 :i); 

NMR (CDCI3) : S 7.86 (d, J = 8.0 Hz, 2H), 7.28-7. 15 (m, 3H), 6. 88-6.76 (m, 3H), 
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4.23 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 2.39 (s, 
3H), 2.36 (s, 3H) 0 

mmi (8 3) 

5 2- (3- (2- (5 - (4-if^7x-^) * *^f-)l>- 
4->f;v) xKv) 7i-;i/) • ^fi^r^ 




10 TLC : Rf 0.56 (^^r^> : ^J=-f-^= 2 I 1); 

NMR (CDC1 3 ) : 8 7.90 (d, J = 8.0 Hz, 2H), 7.30-7. 16 (m, 3H), 6. 88-6.76 (m, 3H), 
4.23 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 2.68 (q, 
J = 7.6 Hz, 2H), 2.37 (s, 3H), 1.26 (t, J = 7.6 Hz, 3H) 0 

15 mmmi (8 4) 

2- (3- (2- (5-^-^-2- (4-7 p ntf;l/7i-;u) 
-4_xf;v) i^y) 7x-^) ^^f^xXf^ 




20 

TLC : Rf 0.59 '. ffi&3L^-)V= 2 

NMR (CDCI3) : S 7.88 (d, J = 8.4 Hz, 2H), 7.27-7. 15 (m, 3H), 6.88-6.76 (m, 3H), 
4.23 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 2.62 (t, J 
= 7.5 Hz, 2H), 2.36 (s, 3H), 1.66 (m, 2H), 0.94 (t, J = 7.5 Hz, 3H) C 
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nmi (8 5) 

2- (3- (2- (5 -^f-^-2 - (4->f V^ni;>7i-JV) *^V* 




TLC : Rf 0.66 (^*-9"> : gf=g£j^;l/ = 2 : 1)| 

NMR (CDCI3) : 5 7.89 (d, J = 8.4 Hz, 2H), 7.34-7. 15 (m ( 3H), 6.88-6.75 (m, 3H), 
10 4.23 (t, J = 6.8 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.97 (t, J = 6.8 Hz, 2H), 3.04- 
2.86 (m, 1H), 2.36 (s, 3H), 1.28 (s, 3H), 1.25 (s, 3H) 0 

mm I (8 6) 

2- (3- (2- (5-^7-^-2- (4- ( 2 f;V7*n tf )V) 7x-;i/) 




CH 3 



TLC : Rf o.60(^*-y-> : ^if^=2 : 1); 
20 NMR (CDCI3) : 5 7.88 (d, J = 8.2 Hz, 2H), 7.27-7. 15 (m, 3H), 6.90-6.76 (m, 3H), 
4.23 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 2.51 (d, 
J = 5.4 Hz, 2H), 2.36 (s, 3H), 2.00-1.76 (m, 1H), 0.92 (s, 3H), 0.89 (s, 3H) Q 
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jg ffiffll (8 7) 

2- (3- (2- (5-^^-;v-2- (4-t-rwi-fl/) 



TLC : Rf 0.57 : ftSifJU= 2 II); 

NMR (CDa 3 ) : (J 7.90 (d, J = 8.6 Hz, 2H), 7.44 (d, J = 8.6 Hz, 2H), 7.21 (m, 1H), 
6.88-6.76 (m, 3H), 4.23 (t, J - 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.97 (t, J = 
10 6.6 Hz, 2H), 2.37 (s, 3H), 1.34 (s, 9H) C 

jjftJ (8 3) 

2- (3- (2- (5 -^f-^-2-v^n7 c ntf;i/t^r^v < -^-4 



TLC : Rf 0.47(f£$-xf-^ : ^*>9-> = 1 : 1) ; 

NMR (CDC1 3 ) : 5 7.20 (dd, J = 8.0, 8.0 Hz, 1H), 6.95-6.75 (m, 3H), 4. 15 (t, J = 
20 7.0 Hz, 2H), 3.79 (s, 2H), 3.72 (s, 3H), 3.09 (s, 2H), 2.84 (t, J = 7.0 Hz, 2H), 2.22 (s, 
3H), 1.97 (m, 1H), 1.05-0.90 (m, 4H) 0 

gttffil (8 9) 



5 




15 
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2- (3- (2- (5-P«f-^-2- (4- (1, 2, 3-f7v77-^- 



5 




TLC : Rf 0.75 (^3f^> : ft|gx^>U= 2 : 1); 

NMR (CDC1 3 ) : 5 8.72 (s, 1H), 8.13 (s, 4H), 7.22 (t, J = 8.0 Hz, 1H), 6.93-6.77 
(m, 3H), 4.27 (t, J = 6.6 Hz, 2H), 3.78 (s, 2H), 3.71 (s, 3H), 3.09 (s, 2H), 3.00 (t, J = 
10 6.6 Hz, 2H), 2.41 (s, 3H) C 

iiii op) 

2- (3- (2- (5-*?)l<-2- (4- (4-^f-^-l, 2, 3-f-T 
15 ft® • ^■fJl/XT.x^ 




CH 3 



TLC : Rf 0.89 \ »f^=2 II); 

20 NMR (CDCI3) : 5 7.21 (t, J = 7.4 Hz, 1H), 6.94-6.74 (m, 3H), 4.24 (t, J = 6.6 Hz, 
2H), 3.78 (s, 2H), 3.72 (s, 3H), 3.09 (s, 2H), 3.02 (s, 3H), 2.99 (t, J = 6.6 Hz,, 2H), 
2.42 (s, 3H) 0 
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mmm o n 

2- (3- (2- (5 -^^-2 - (4-^Kv7i^l/) **-9- % /->U 



5 




TLC : Rf 0.38 (^^V : SRxf/|/=2 II); 

NMR (CDC1 3 ) : 5 7.91 (d, J = 9.0 Hz, 2H), 7.20 (m, 1H), 6.94 (d, J = 9.0 Hz, 2H), 
6.88-6.77 (m, 3H), 4.23 (t, J = 6.6 Hz, 2H), 3.85 (s, 3H), 3.68 (s, 3H), 3.58 (s, 2H), 
10 2.96 (t, J = 6.6 Hz, 2H), 2.35 (s, 3H) 0 

2- (3- (2- (5-^f-;i"-2- (3, 4-vn^y7x-;v) 
V-;i/-4-^;v) x^y) 7x~;i/) g£g£ • f-^ixf-^ 




o 



CH 3 

TLC : Rf 0.17 (^^^> : ffiKif-^=2 II); 

NMR (CDCI3 + CD3OD) : 3 7.56 (dd, J = 8.2, 2.0 Hz, 1H), 7.50 (d, J = 2.0 Hz, 
20 1H), 7.21 (m, 1H), 6.91 (d, J = 8.2 Hz, 1H), 6.89-6.77 (m, 3H), 4.23 (t, J = 6.6 Hz, 
2H), 3.97 (s, 3H), 3.93 (s, 3H), 3.68 (s, 3H), 3.58 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 
2.37 (s, 3H) 0 
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%tmi (93) 

2- (3- (2- (5->^-2- (1, 3-z?**4M>r>-5-4A') 



TLC : Rf 0.44 (^-t > : SSif^=2 II); 

NMR (CDC1 3 ) : 8 7.52 (dd, J = 8.2, 1.8 Hz, 1H), 7.44 (d, J = 1.8 Hz, 1H), 7.21 (m, 
10 1H), 6.99-6.76 (m, 4H), 6.01 ( s, 2H), 4.22 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 
2H), 2.95 (t, J = 6.6 Hz, 2H), 2.35 (s, 3H) 0 

nmm (94) 

2- (3- (2- (3, 4, 5-MJ^l>^y7x^) 

15 -t-ttV-fr-A-Jfr) x^y) ftK^f;l/xxf^ 



TLC : Rf 0.28 : $#.x\f-;l/ = 2 ! 1)1 

20 NMR (CDC1 3 ) : 5 7.28-7. 17 (m, 3H), 6.89-6.76 (m, 3H), 4.23 (t, J = 6.6 Hz, 2H), 
3.94 (s, 6H), 3.89 (s, 3H), 3.68 (s, 3H), 3.58 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 2.38 (s, 



5 





H3C-O 
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3H) 0 

mm i (95) 

2- (3- (2- (5-^f-;i/-2- (4-h'J7Jl/tn^^y7x-^) 




TLC : Rf 0.61 : ft||xf^= 2 : 1); 

10 NMR(CDC1 3 ): 5 8.01 (d, J = 8.6 Hz, 2H), 7.32-7. 16 (m, 3H), 6.89-6.76 (m, 3H), 
4.23 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 2.38 (s, 
3H) 0 

mmmi oe) 

15 2- (3- (2- (5 - 2 - (2, 2-/7^tn-l, 3-v** 

*M vyy-*>-4fr) t^V-fr- 4-4JI') x^y) 7i-)P) S£g£ • 




F 



TLC : Rf 0.52 ! ftK^^= 2 1)1 

NMR (CDC1 3 ) : 5 7.75 (dd, J = 8.4, 1.8 Hz, 1H), 7.68 (d, J = 1.8 Hz, 1H), 7.21 (m, 
1H), 7.10 (d, J = 8.4 Hz, 1H), 6.89-6.76 (m, 3H), 4.23 (t, J = 6.6 Hz, 2H), 3.68 (s, 
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3H), 3.58 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 2.37 (s, 3H) Q 

mwmi (97) 

2- (3- (2- (5 (4-f'j7A'to^fW7x-^) 




10 TLC : Rf 0.45 (^+f-> : §^^7^=3 : 1) ; 

NMR (CDCI3) : 5 8.02 (d, J = 8.4 Hz, 2H), 7.70 (d, J = 8.4 Hz, 2H), 7.21 (t, J = 
7.8 Hz, 1H), 6.91-6.73 (m, 3H), 4.24 (t, J = 6.6 Hz, 2H), 3.78 (s, 2H), 3.71 (s, 3H), 
3.08 (s, 2H), 2.98 (t, J = 6.6 Hz, 2H), 2.40 (s, 3H) C 

15 mm 1(98) 

2- (3- (2- (5-^f-^-2- (4-/7;7i^) ***rv-)\<- 

4-y()V) x^y) 7i-WfW) H^f^xXf^ 




TLC : Rf 0.35(^^r"9-> : ffiK^f-^=2 : l); 

NMR (CDCI3) : 5 8.08 (d, J = 8.4 Hz, 2H), 7.71 (d, J = 8.4 Hz, 2H), 7.21 (m, 1H), 
6.75-6.94 (m, 3H), 4.24 (t, J =6.6 Hz, 2H), 3.78 (s, 2H), 3.72 (s, 3H), 3.09 (s, 2H), 
2.99 (t, J = 6.6 Hz, 2H), 2.41 (s, 3H) Q 
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2- (3- (2- (5-^;i/-2- (yyy-2-4 )^) t^y~)v-4 



TLC : Rf 0.32 : SS6^f^=2 ! 1)1 

NMR(CDC1 3 ) : 5 7.52 (m, 1H), 7.21 (m, 1H), 6.86-6.96 (m, 3H), 6.79 (m, 1H), 
10 6.51 (m, 1H), 4.24 (t, J = 6.6 Hz, 2H), 3.78 (s, 2H), 3.72 (s, 3H), 3.08 (s, 2H), 2.97 
(t, J = 6.6 Hz, 2H), 2.37 (s, 3H) e 

IWi (loo) 

2- (3- (5-^f^-2-7i-^tHV-;V-4-^M ^h^rv) 
15 7x^) S|^f;mf^ 



TLC : Rf 0.69 : gfc®^f-^=2 : 1); 

20 NMR (CDC1 3 ) : S 7.98-8. 10 (m, 2H), 7.40-7.54 (m, 3H), 7.26 (m, 1H), 6.86-7.00 
(m, 3H), 4.99 (s, 2H), 3.68 (s, 3H), 3.61 (s, 2H), 2.44 (s, 3H)„ 



5 
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mmm 1 ( 1 o 1 ) 

2- (3- (2- (5-^f^-2-7x^;l/f7V*-)l/-4-^^) 



TLC : Rf 0.56 (^-9- > : g£g£:cf-Jl/= 2 ! 1); 

NMR (CDC1 3 ) : <J 7.90-7.81 (m, 2H), 7.46-7.35 (m, 3H), 7.25-7. 16 (m, 1H), 6.87- 
6.78 (m, 3H), 4.32 (t, J = 6.8 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 3. 19 (t, J = 6.8 Hz, 
10 2H), 2.46 (s, 3H) 0 

mum 1 (10 2) 

2- (3- (3- (5 2 -7x-;vt+t7-^- 4 -4)V) 7o 



TLC : Rf 0.42 (^-9- > : W®.^^=2 \ I) \ 

NMR (CDCI3) : S 7.94-8.04 (m, 2H), 7.36-7.50 (m, 3H), 7.22 (m, 1H), 6.76-6.90 
20 (m, 3H), 3.98 (t J = 6.2 Hz, 2H), 3.69 (s, 3H), 3.59 (s, 2H), 2.70 (t, J = 7.0 Hz, 2H), 
2.28 (s, 3H), 2.15 (m, 2H) Q 



5 




15 
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mm i (iQ3) 

2- (3- (2- (2-7i-)l/tHV*-^-4-^^) xh*y) 7i- 



TLC : Rf 0.53 (^-9- > : i^xf Jl/= 2:i); 

NMR (CDC1 3 ) : S 7.96-8.08 (m, 2H), 7.57 (s, 1H), 7.40-7.52 (m, 3H), 7.24 (m, 
1H), 6.80-6.92 (m, 3H), 4.28 (t, J = 6.6 Hz, 2H), 3.69 (s, 3H), 3.59 (s, 2H), 3.09 (t, J 
10 = 6.6 Hz, 2H) 0 

i iflj (1 04) 

2- (3- (2- (5 2- (4-J'^^7i^) *3r-9- 



TLC : Rf 0.67 (f^^> : ^JLf-;l/= 2 : l); 

NMR (CDCI3) : «J 7.88 (d, J = 8.4 Hz, 2H), 7.26 (d, J = 8.4 Hz, 2H), 7.21 (m, 1H), 
20 6.77-6.86 (m, 3H), 4.23 (t, J = 7.0 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.96 (t, J = 
7.0 Hz, 2H), 2.55 (m, 1H), 2.36 (s, 3H), 1.73-7.87 (m, 4H), 1.30-1.60 (m, 6H) C 

iiii (1 05) 

2- (3- (2- (5-^f-;U-2- (3-^nn-4-^Wi-^) * 
125 
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TLC : Rf 0.53 (^3f^> ! ^Xf^=2 ! 1); 

NMR (CDa 3 ) : d 7.96 (d, J = 1.8 Hz, 1H), 7.75 (dd, J = 8.0, 1.8 Hz, 1H), 7.28 (d, 
J = 8.0 Hz, 1H), 7.22 (m, 1H), 6.78-6.86 (m, 3H), 4.23 (t, J = 6.7 Hz, 2H), 3.68 (s, 
3H), 3.58 (s, 2H), 2.96 (t, J = 6.7 Hz, 2H), 2.40 (s, 3H), 2.37 (s, 3H) C 

mmi doe) 

2- (3- (2- (5-^f-^-2- (4-v>fJl/7U7x^) 




TLC : Rf 0.31 : ff=$.xf-;l/ = 2 : 1) ; 

NMR (CDC1 3 ) : 5 7.84 (d, J = 9.0 Hz, 2H), 7.21 (m, 1H), 6.78-6.87 (m, 3H), 6.71 
(d, J = 9.0 Hz, 2H), 4.23 (t, J = 6.8 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 3.01 (s, 6H), 
2.95 (t, J = 6.8 Hz, 2H), 2.34 (s, 3H) Q 

(10 7) 

2- (3- (2- (5 -xf^- 2 -71^*^'/-^- 4 x h 
^y) 7x-Jl/) gfc$ • ^f^x^fiV 
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TLC : Rf 0.61 I %&&x.*f-fr= 2 II); 

5 NMR (CDC1 3 ) : 8 7.94-8.04 (m, 2H), 7.37-7.50 (m, 3H), 7.21 (m, 1H), 6.76-6.89 
(m, 3H), 4.23 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.98 (t, J = 6.6 Hz, 2H), 
2.75 (q, J = 7.6 Hz, 2H), 1.31 (t, J = 7.6 Hz, 3H) D 

iifl 1 (108) 

10 2- (3 - (2 - (5-^^-2 - (4-W7x-^) 
x^y) 7i-^) ftj|.^f^i^f)l' 




H 3 C 

15 TLC : Rf 0.62 C^-fr > I gfc$.x^;i/ = 2 : 1 ) ; 

NMR (CDCI3) : 8 7.88 (d, J = 8.6 Hz, 2H), 7. 16-7.28 (m, 3H), 6.76-6.90 (m, 3H), 
4.23 (t, J = 6.8 Hz, 2H), 3.69 (s, 3H), 3.58 (s, 2H), 2.97 (t, J = 6.8 Hz, 2H), 2.64 (t, J 
= 7.0 Hz, 2H), 2.36 (s, 3H), 1.62 (m, 2H), 1.34 (m, 2H), 0.93 (t, J = 7.4 Hz, 3H) G 

20 mmn 1 (109) 

2- (3- (2- (5-**fr-2- (4-^nn7x^) **^V-)\<- 
i^y) 7x-Jl/) ^f-^f;i/x7f^ 
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TLC : Rf 0.54(^^r-9-> : ^x^;l/=2 ! 1); 

NMR (CDC1 3 ) : S 7.91 (d, J = 8.6 Hz, 2H), 7.40 (d, J = 8.6 Hz, 2H), 7.21 (m, 1H), 
5 6.75-6.89 (m, 3H), 4.23 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.96(t, J = 6.6 
Hz, 2H), 2.37 (s, 3H) 0 

iiu (HO) 

2 - (3 - (2 - (5->f"^-2- {3-*7jl>-2 -A )V) 




TLC : Rf 0.43 : SSif^=2 I 1)1 

15 NMR (CDC1 3 ) : <? 7.58 (dd, J = 3.7, 1.2 Hz, 1H), 7.36 (dd, J = 5.2, 1.2 Hz, 1H), 
7.22 (m, 1H), 7.08 (dd, J = 5.2, 3.7 Hz, 1H), 6.77-6.88 (m, 3H), 4.22 (t, J = 6.6 Hz, 
2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.95 (t, J = 6.6 Hz, 2H), 2.35 (s, 3H) 0 

mm 1 (HI) 
20 2 - (3 - (2 - (5 -^^-2- (77>-2-^)l/) 
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tlc : Rf o.33(^4r-^> : SK^f-;w=2 : l); 

NMR (CDCI3) : S 7.51 (m, 1H), 7.21 (m, 1H), 6.92 (d, J = 3.4 Hz, 1H), 6.78-6.87 
5 (m, 3H), 6.50 (dd, J = 3.4, 1.8 Hz, 1H), 4.23 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.57 (s, 
2H), 2.96 (t, J = 6.6 Hz, 2H), 2.36 (s, 3H) 0 

mm 1 (112) 

2- (3- (2- (5 -*^)l>-2 - WJy-l-4)\>) 

10 4-^)i) i^i/) 7x-;p) *?-)\/j-xt)1< 




TLC : Rf 0.57 (ftifeJ-?^) ', 
15 NMR (CDC1 3 ) : 5 8.70 (m, 1H), 8.05 (m, 1H), 7.78 (ddd, J = 7.8, 7.8, 1.6 Hz, 1H), 
7.31 (m, 1H), 7.21 (m, 1H), 6.76-6.86 (m, 3H), 4.25 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 
3.57 (s, 2H), 3.00 (t, J = 6.6 Hz, 2H), 2.43 (s, 3H) Q 

iiii (113) 

20 2- (3- (2- (5-^^;i/-2- (2-^ f-;i/7^-;i^) 

4--OI/) iKv) 7x-^) • *T)V3.Xt)V 
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CH 3 



TLC : Rf 0.76 : S^xf;i/= 2 : l); 

NMR (CDC1 3 ) : S 7.91 (m, 1H), 7. 19-7.34 (m, 4H), 6.78-6.87 (m, 3H), 4.25 (t, J = 
5 6.8 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.98 (t, J = 6.8 Hz, 2H), 2.65 (s, 3H), 2.37 (s, 
3H) 0 

2- (3- (2- (5->f-^-2- (3-^^71-^) *3r-9-y-;w- 

10 4--OU) x^y) 7x-;U) Sffi'^f^fJl' 



TLC : Rf 0.55 (^^> : ||xfj^ 2 : 1); 
15 NMR (CDCI3) : 5 7.75-7.82 (m, 2H), 7. 17-7.35 (m, 3H), 6.78-6.86 (m, 3H), 4.24 
(t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 2.40 (s, 3H), 
2.37 (s, 3H) D 

mnm 1 (115) 

20 2 - (3 - (2 - (5 ->f-;U-2- (4-hV7*tn^f^7x-^) * 
^V-;l/-4 ->f/u) x^-» 7ix^) gfcgg • ^f-;i/j.^T-;u 
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TLC : Rf 0.57(^*-9-> :ft|6x^JU=2 : I) 

NMR (CDCI3) : S 8.09 (d, J = 8.4 Hz, 2H), 7.68 (d, J = 8.4 Hz, 2H), 7.21 (m, 1H), 
5 6.75-6.90 (m, 3H), 4.24 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.99(t, J = 6.6 
Hz, 2H), 2.40 (s, 3H) 0 

liii die) 

2- (3- (2- (5-^^-2- (4-7^n7x^) 
10 -4->f;v) xh^y) ^-^f-^^-^T^ 




TLC : Rf 0.51 : l|if)l'= 2 II); 

15 NMR (CDCI3) : S 7.91-8.04 (m, 2H), 7.05-7.24 (m, 3H), 6.75-6.92 (m, 3H), 4.23 
(t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 2.37 (s, 3H) 0 

mm (117) 

2- (3- (2- (5-^^-2 - (4-v7;7x-JI/) 
20 4 — T ^V) ih^rv) 7oi-;U) ^^f^f^ 
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TLC:Rf 0.37(^*"9-^ : ft|fcif-^=2 11)1 

NMR(CDC1 3 ): d 8.07 (d, J = 8.8 Hz, 2H), 7.71 (d, J = 8.8 Hz, 2H), 7.22 (m, 1H), 
6.78-6.87 (m, 3H), 4.24 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.98 (t, J = 
5 6.6 Hz, 2H), 2.40 (s, 3H) 0 

mm 1 (118) 

2- (3- (2- (5-^f-^-2- (4-^-f^-l, 2, 3-f7v7V 

10 )VX.7,7-)\y 



TLC : Rf 0.49 (^^r^> : S^if^= 2 : 1); 
15 NMR (CDC1 3 ) : 8 7.22 (m, 1H), 6.78-6.87 (m, 3H), 4.23 (t, J = 6.2 Hz, 2H), 3.68 
(s, 3H), 3.58 (s, 2H), 3.02 (s, 3H), 2.98 (t, J = 6.2 Hz, 2H), 2.41 (s, 3H) D 

mm 1 (119) 

2- (3- (2- (5-^7-^-2- (2, 3, 5, 6-ff77^tn-4 




CH 3 



132 



WO 99/46232 



PCT/JP99/01134 



H 3 C 



F \ F 




CH 3 



F F 



TLC : Rf 0.58 (^3r^> : ftixf^= 2 : 1); 

NMR (CDC1 3 ) : (J 7.20 (m, 1H), 6.75-6.90 (m, 3H), 4.24 (t, J = 6.6 Hz, 2H), 3.68 
5 (s, 3H), 3.58 (s, 2H), 3.02 (t, J = 6.6 Hz, 2H), 2.41 (s, 3H), 2.33 (s, 3H) 0 

m mmi (120) 

2- (3- (2- (5-^^-2- (3-- fn-4-^f;Wi-^) * 



TLC : Rf 0.33 (^4rf-> '. |^|ftxf-;l/= 2 I 1); 

NMR (CDCI3) : 5 8.55 (d, J = 1.6 Hz, 1H), 8.09 (dd, J = 8.0, 1.6 Hz, 1H), 7.41 (d, 
15 J = 8.0 Hz, 1H), 7.19 (m, 1H), 6.70-6.88 (m, 3H), 4.24 (t, J = 6.6 Hz, 2H), 3.68 (s, 
3H), 3.58 (s, 2H), 2.98 (t, J = 6.6 Hz, 2H), 2.64 (s, 3H), 2.40 (s, 3H) D 

MM 1 (12 1) 

2- (3- (2- (5->fA'-2->i'nA^>WW-^-4-'fM 
20 xh^» 7x-^) ft8->f^f^ 



10 




O2N 
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CH 3 



TLC : Rf 0.50 (^"9- > : SSxffl/=2 : i); 

NMR (CDC1 3 ) : (5 7.21 (m, 1H), 6.76-6.86 (m, 3H), 4. 15 (t, J = 6.7 Hz, 2H), 3.69 
5 (s, 3H), 3.58 (s, 2H), 2.87 (t, J = 6.7 Hz, 2H), 2.69 (m, 1H), 2.24 (s, 3H), 1.96-2.08 
(m, 2H), 1.20-1.86 (m, 8H) 0 

Iffii 1 (12 2) 

2- (3- (2- (5-^f;i/-2-y^n^>W^rtV-;i'-4-^ )V) 
10 xF^fy) 7i-^) ||^f;vxxf^ 



TLC : Rf 0.50 \ ft^f^= 2 ! 1); 

15 NMR (CDCI3) : <5 7.21 (m, 1H), 6.76-6.86 (m, 3H), 4. 15 (t, J = 6.7 Hz, 2H), 3.69 
(s, 3H), 3.58 (s, 2H), 3.11 (m, 1H), 2.86 (t, J = 6.7 Hz, 2H), 2.24 (s, 3H), 1.58-2.12 
(m, 8H) 0 

^mm 1 (123) 

20 2 - (3 - (2 - (5 -^;!/-2- (4-^^f;V7x^) **-9-V-;i/ 




.0, 
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TLC : Rf 0.55 (^^r^> 1 ^if^=2 ! 1); 

NMR (CDC1 3 ) : <? 7.88 (d, J = 8.0 Hz, 2H), 7.29 (d, J = 8.0 Hz, 2H), 7.17 (m, 1H), 
5 6.70-6.88 (m, 3H), 4.23 (t, J = 6.8 Hz, 2H), 3.68 (s, 3H), 3.57 (s, 2H), 2.96(t, J = 6.8 
Hz, 2H), 2.63 (t, J = 7.6 Hz, 2H), 2.36 (s, 3H), 1.64 (m, 2H), 1.20-1.42 (m, 4H), 
0.89 (t, J = 6.6 Hz, 3H) Q 

mmmi (124) 

10 2- (3- (2- (5-^f-;b-2- (tf'j v>-4-f;i/) t^r-9-V-;i/- 




15 TLC : Rf 0.22 (^-9- > : g^ggx^;^ l : l); 

NMR (CDC1 3 ) : d 8.90 (d, J = 6 Hz, 2H), 7.85 (d, J = 6 Hz, 2H), 7.20 (dd, J = 8, 8 
Hz, 1H), 6.95-6.80 (m, 3H), 4.25 (t, J = 6.5 Hz, 2H), 3.80 (s, 2H), 3.75 (s, 3H), 3. 10 
(s, 2H), 3.00 (t, J = 6.5 Hz, 2H), 2.45 (s, 3H) G 

20 mfom 1 (12 5) 

2- (3- (2- (5-^f-;i"-2- (If 'j v>-3 Or*^S-fr- 
Xfify) 7ai-;W) • f^X* r ^ 
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TLC : Rf 0.33 S||if^= 1 : 3) ; 

NMR(CDC1 3 ): S 9.22-9. 18 (m, 1H), 8.61 (dd, J = 5.0 Hz, 1.8 Hz, 1H), 8.25-8.19 
5 (m, 1H), 7.37-7.16 (m, 2H), 6.85-6.76 (m, 3H), 4.23 (t, J = 6.6 Hz, 2H), 3.66 (s, 3H), 
3.56 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 2.38 (s, 3H) C 

llii (1 2 6) 

2- (3- (2- (5-^f-JU-2- (tf'J 




Rf0.25 : ftfxfA/= 1 : 3) ; 

15 NMR (CDC1 3 ) : d 8.71-8.67 (m, 2H), 7.83-7.80 (m, 2H), 7.26-7. 17 (m, 1H), 6.86- 
6.79 (m, 3H), 4.24 (t, J = 6.4 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.99 (t, J = 6.4 Hz, 
2H), 2.40 (s, 3H) 0 

m&l (12 7) 

20 2 - (3 - (2 - (5 -^f-^-2 - (4-^fJHf^7-7>-l-^V) f- 
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«3 



TLC : Rf 0.39(^nn*;l/A : ?;-)V=2 0 : 1) ; 

NMR (CDC1 3 ) : S 7.21 (m, 1H), 6.77-6.85 (m, 3H), 4. 19 (t, J = 7. 1 Hz, 2H), 3.68 
5 (s, 3H), 3.58 (s, 2H), 3.42 (m, 4H), 2.94 (t, J = 7. 1 Hz, 2H), 2.50 (m, 4H), 2.33 (s, 
3H), 2.25 (s, 3H) 0 

mm (12 8) 

2- (3- (2- (5-^f^-2-7x-)^HV-^-4-^^) if 

10 7x-WK'» t -r^-^j-^T^ 



TLC : Rf o.79(ftR^f-^ : ^^-t>= 1 : 1); 
15 NMR (CDCI3) : 8 7.98 (m, 2H), 7.50-7.35 (m, 3H), 7.24 (dd, J = 8.0, 8.0 Hz, 1H), 
6.95-6.80 (m, 3H), 4.58 (s, 2H), 4.25 (t, J =6.5 Hz, 2H), 3.96 (s, 2H), 2.98 (t, J = 
6.5 Hz, 2H), 2.38 (s, 3H), 1.47 (s, 9H) Q 

gfrWl ^12 9) 
20 2 - (3 - (2 - (5 - * 3-^-2- (try v>-3--f )V) 




CH 3 
CH 3 
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TLC : Rf 0.14 (^^V : ffiift^f L ^= 1 I 2) i 

NMR (CDC1 3 ) : 3 9.20 (d, J = 2 Hz, 1H), 8.65 (dd, J = 5, 2 Hz, 1H), 8.25 (m, 1H), 
5 7.35 (m, 1H), 7.20 (dd, J = 8, 8 Hz, 1H), 6.95-6.75 (m, 3H), 4.25 (t, J = 6.5 Hz, 2H), 
3.80 (s, 2H), 3.75 (s, 3H), 3.10 (s, 2H), 3.00 (t, J = 6.5 Hz, 2H), 2.40 (s, 3H) 0 

iili (13 0) 

2- (3- (2- (5-^f-;i/-2- (4-^fW7xi/l/) 
10 ;i/-4--f;i/) xft'» 7i-*) gfc$ • ^f^x^f*' 




TLC : Rf 0.39 : g^fif^=2 : 1) ; 

15 NMR(CDC1 3 ):£ 7.88 (d, J = 8.6 Hz, 2H), 7.27 (d, J = 8.6 Hz, 2H), 7. 17 (dd, J = 
7.8, 7.6 Hz, 1H), 6.70-6.88 (m, 3H), 4.22 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 
2H), 2.96 (t, J = 6.6 Hz, 2H), 2.51 (s, 3H), 2.37 (s, 3H) e 

a a fcfli 1 (131) 

20 2 - (3 - (2 - (5 2 -i/?w7u\£fr**y-*S-)V-4 
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TLC : Rf 0.39 (^^> \ ^if)V= 1 II); 

NMR (CDC1 3 ) : 8 7.26-7. 16 (m, 1H), 6.85-6.76 (m, 3H), 4. 14 (t, J = 6.8 Hz, 2H), 
5 3.68 (s, 3H), 3.57 (s, 2H), 2.83 (t, J = 6.8 Hz, 2H), 2.21 (s, 3H), 2.04-1.90 (m, 1H), 
1.01-0.89 (m, 4H) 0 

mm 1 (13 2) 

2- (3- (2- (5-^f-^-2- (4--hn7x-;v) 
10 4-4 )\<) xf^ry) 7x^) S|^f;mf^ 




TLC : Rf 0.57 : gj=ggxf-;l/= 4 : 3) ; 

15 NMR(CDC1 3 ): d 8.29 (d, J = 9.0 Hz, 2H), 8.13 (d, J = 9.0 Hz, 2H), 7.22 (m, 1H), 
6.77-6.87 (m, 3H), 4.25 (t, J = 6.6 Hz, 2H), 3.86 (s, 3H), 3.58 (s, 2H), 3.00 (t, J = 
6.6 Hz, 2H), 2.42 (s, 3H) 0 

1 (13 3) 

20 2 - (3 - (2 - (5 - ^f-JU- 2 - >-2->f JI/) fr- 

4-4 fr) i^y) 7i^) ^ ^f^fiV 
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TLC : Rf 0.38(^4r^> : SK^f-^=4 : 3) ; 



NMR(CDC1 3 ) : <J 8.17-8.29 (m, 3H), 7.83 (m, 1H), 7.75 (m, 1H), 7.57 (m, 1H), 
5 7.22 (m, 1H), 6.78-6.86 (m, 3H), 4.29 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 
3.05 (t, J = 6.6 Hz, 2H), 2.49 (s, 3H) Q 

2- (3- (2- (5-^^-2 - (3-hV7HD^l-^->7i^) 



TLC : Rf 0A6(^**fy ! M^f"^= 2 ! 1); 
15 NMR (CDC1 3 ) : 5 7.91 (dt, J = 7.8, 1.2 Hz, 1H), 7.85-7.82 (m, 1H), 7.45 (t, J = 
7.8 Hz, 1H), 7.28-7. 17 (m, 2H), 6.88-6.77 (m, 3H), 4.24 (t, J = 6.6 Hz, 2H), 3.68 (s, 
3H), 3.58 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 2.39 (s, 3H) D 

mmni (135) 

20 2 - (3 - (2 - (5 -^f-^-2 - (2 - h V 7)V*u* V ^v7x-;i/) 



F3CO 




CH 3 
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TLC : Rf 0.43(^*-fr> I WpM^^=2 11)1 

NMR (CDC1 3 ) : S 8.11-8.04 (m, 1H), 7.49-7.31 (m, 3H), 7.27-7.16 (m, 1H), 6.88- 
5 6.76 (m, 3H), 4.25 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.99 (t, J = 6.6 Hz, 
2H), 2.39 (s, 3H) 0 

1 (13 6) 

2- (3- (2 - (4-^f^-2-7x-^tWV-^- 5--01/) 
10 +y) 7i-;i/) @£g§ • J^-)V^x-t)\s 




TLC : Rf 0.37 (^^-t> I ^jrf-;l/= 2 : 1); 
15 NMR (CDCI3) : 8 8.02-7.95 (m, 2H), 7.49-7.38 (m, 3H), 7.28-7.18 (m, 1H), 6.90- 
6.77 (m, 3H), 4.22 (t, J = 6.8 Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 3. 16 (t, J = 6.8 Hz, 
2H), 2.22 (s, 3H) 0 

^Ml (13 7) 

20 2- (3- (2- (5 -^-f-^- 2 - (1, 3 y*ry- 5 ->fJI/) 
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Ky o ch 3 



CH 3 
CH 3 



TLC : Rf 0.83 (^*^> : ftixfX/= 1 : 1) | 

NMR (CDC1 3 ) : 5 7.51 (dd, J = 8.0, 1.8 Hz, 1H), 7.43 (d, J = 1.8 Hz, 1H), 7.24 (t, 
5 J = 7.8 Hz, 1H), 6.97-6.79 (m, 4H), 6.01 (s, 2H), 4.58 (s, 2H), 4.23 (t, J = 6.8 Hz, 
2H), 3.96 (s, 2H), 2.95 (t, J = 6.8 Hz, 2H), 2.35 (s, 3H), 1.48 (s, 9H) D 



2- (3- (4- (4 -*f-;u7i-;u) f-r s /-;i/- 2 ->f h*-» 7 

10 



^ifc«l-C»jStfefk^» (0.51 g) fc^y-zu-r h7t K077 > 
15 (8mU 1 : 1) Ofc^i&ifcKaMIU 2 N-*$fl;?-M; 

(3.2ml) fcimx-T, Sfi^3l*ra*j$L7to ^E^$fcfc£I6*ijnx.-T\ 

^•CS*SiiU TEt/M^^-T^^^^tl (0.39 g) fcftfco 
20 TLC : Rf 0.37 (g£g£j^;V) ; 

NMR (CDCI3+4 drop of CD3OD) : 8 7.77 (2H, d, J=8.0Hz), 7.45 (1H, s), 7.23- 
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7.31 (3H, m), 6.91-7.05 (3H, m), 5.42 (2H, s). 3.83 (2H, s), 3.08 (2H, s), 2.39 (3H, 

S)o 

mmm uj (13 7) 

%mm\^mm.Ltz^m<D^t>^\z%mm\ (1) -wi (137) 

6- (3- (4- (4-^f;i'7x-;v) f-7v-jv-2-^;vn^ry) 7 



TLC : Rf 0.41 (^^r"t> : ^if^= 1 : 1)1 

NMR (CDCI3) : S 7.78 (2H, d, J=8.0Hz), 7.43 (1H, s), 7.28-7.16 (3H, m), 6.90- 
6.78 (3H, m), 5.42 (2H, s), 2.60 (2H, t, J=7.5Hz), 2.39 (3H, s), 2.34 (2H, t, 
J=7.5Hz), 1.76-1.54 (4H, m), 1.46-1.24 (2H, m) 0 

mm 2 (2) 

5- (3- (tf7x-;l/-4 -4 fr* 7x-;l/) 




-N 
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TLC : Rf 0.49 (SK^fA') ! 

NMR (CDCI3) : S 7.58-7.64 (4H, m), 7.35-7.53 (5H, m), 7.21 (1H, m), 6.78-6.84 
5 (3H, m), 5.09 (2H, s), 2.62 (2H, t, J=7.0Hz), 2.38 (2H, t, J=7.0Hz), 1.64-1.72 (4H, 

m) 0 

mm o) 

4- (3- (lf7x-;l/-4-^^ 7x^;l/) 7*?>®£ 

10 




TLC : Rf 0.67 ; 

NMR (dg-DMSO) : 5 7.62-7.66 (4H, m), 7.31-7.51 (5H, m), 7.14 (1H, dd, J=7.5, 
15 7.5Hz), 6.71-6.82 (3H, m), 5.07 (2H, s), 2.52 (2H, t, J=7.0Hz), 2.06 (2H, t, 
J=7.0Hz), 1.74 (2H, tt, J=7.0, 7.0Hz) o 

mm LAI 

4- (3- (4- (4-^f^7x^) f7 l /-^-2-^M^y) 7 
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ju-ju) 7*vn 




5 TLC : Rf 0.63 (ifif^) ; 

NMR (CDC1 3 ) : S 7.78 (2H, d, J=8.0Hz), 7.43 (1H, s), 7.23 (2H, d, J=8.0Hz), 
7.22 (1H, m), 6.81-6.88 (3H, m), 5.41 (2H, s), 2.66 (2H, t, J=7.5Hz), 2.38 (3H, s), 
2.36 (2H, t, J=7.5Hz), 1.96 (2H, tt, J=7.5, 7.5Hz) 0 

10 mmi (5) 

4- (3- (2- (5 -tf-JV- 2 4 -4)V) xf 




15 

TLC : Rf 0.47 (ftlfcxf^) ; 

NMR (CDCI3) : 5 7.94-8.02 (2H, m), 7.39-7.48 (3H, m), 7.18 (1H, m), 6.72-6.78 
(3H, m), 4.23 (2H, t, J=6.6Hz), 2.98 (2H, t, J=6.6Hz), 2.64 (2H, t, J=7.2Hz), 2.38 
(3H, s), 2.35 (2H, t, J=7.2Hz), 1.95 (2H, tt, J=7.2, 7.2Hz) 0 

20 

mum 2 (6) 
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6- (3- (2- (5-^f^-2-7x-;vtn , /-^-4-'f;v) 




TLC : Rf 0.41 nn*jl/A : J-)V = 15:1); 

NMR (CDC1 3 ) : <5 8.02-7.91 (2H, m), 7.49-7.36 (3H, m), 7.16 (1H, t, J=8.0Hz), 
6.78-6.69 (3H, m), 4.24 (2H, t, J=7.0Hz), 2.98 (2H, t, J=7.0Hz), 2.58 (2H, t, 
J=7.5Hz), 2.38 (3H, s), 2.34 (2H, t, J=7.5Hz), 1.75-1.54 (4H, m), 1.45-1.25 (2H, m) 0 

10 

*mz (7) 

5- (3- (2- (5 - >f)l/-2 - 7x-W^fty-^-4 - >f^) .xh 



15 




TLC : Rf 0.36(^nn*;l/A : * 9 J 15 11); 

NMR (CDCI3) : (J 8.04-7.92 (2H, m), 7.49-7.36 (3H, m), 7.17 (1H, t, J=8.0Hz), 
6.78-6.68 (3H, m), 4.24 (2H, t, J=7.0Hz), 2.98 (2H, t, J=7.0Hz), 2.68-2.53 (2H, m), 
20 2.45-2.30 (5H, m), 1.79-1.56 (4H, m) Q 

mtm2 (8) 

2- (3- (3- (t*7x-Ji/-4-^;vn^y) 7i-Jl/) T'nifji/ft) 
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5 TLC : Rf 0.38 n n *;UA : > ? j -;l/ = 1 o : 1 ) ; 

NMR (CDC1 3 ) : S 7.35-7.64 (9H, m), 7.22 (1H, m), 6.78-6.86 (3H, m), 5.09 (2H, 
s), 3.25 (2H, s), 2.70 (2H, t, J=7.5Hz), 2.67 (2H, t, J=7.5Hz), 1.94 (2H, tt, J=7.5, 
7.5Hz) 0 

10 mm (9) 

2- (3- (3- (4- (4 - ^Wi-*) f7V-il'-2-^Mf^ 




15 

tlc : Rf 0.41 (^no#w : ?y-;v= 1 0 : l) ; 

NMR (CDCI3) : 8 7.75 (2H, d, J=8.0Hz), 7.43 (1H, s), 7. 18-7.26 (3H, m), 6.80- 
6.91 (3H, m), 5.44 (2H, s), 3.23 (2H, s), 2.71 (2H, t, J=7.4Hz), 2.65 (2H, t, 
J=7.4Hz), 2.38 (3H, s), 1.93 (2H, tt, J=7.4, 7.4Hz) 0 
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3*fc*2 (1 0) 

6- (2- (2- (5-^f;V-2-7x-Jl/*^t , /-^-4-^f^) 



tlc : Rf o.50(?nn*;i^ : = l o : l) ; 

NMR (CDC1 3 ) : 8 7.95-8.00 (2H, m), 7.39-7.44 (3H, m), 7.07-7. 17 (2H, m), 6.81- 
10 6.88 (2H, m), 4.23 (2H, t, J=6.7Hz), 3.00 (2H, t, J=6.7Hz), 2.57 (2H, t, J=7.3Hz), 
2.37 (3H, s), 2.30 (2H, t, J=7.4Hz), 1.46-1.69 (4H, m), 1.22-1.40 (2H, m) 0 

2(11) 

2- (3- (t*7x-^-4-^M 7x-JMWt) 

15 



TLC : Rf 0.39 (SK^f^) ; 

NMR (CDCI3) : 8 7.60-7.64 (4H, m), 7.22-7.53 (6H, m), 6.89-7.02 (3H, m), 5. 11 



5 



O 
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(2H, s), 3.83 (2H, s), 3.10 (2H, s) e 
%Wm 2(12) 

2- (3- (2- (5-^f^-2-7x-mt7-A'-4-'f^) if 
5 ^y) 7x^)MW*) 



TLC : Rf 0.33 (gj&t^* fr) ', 
10 NMR (CDC1 3 ) : S 7.95-8.00 (2H, m), 7.40-7.47 (3H, m), 7.21 (1H, dd, J=8.0, 
8.0Hz), 7.03 (1H, dd, J=2.0, 1.0Hz), 6.88 (1H, ddd, J=8.0, 3.0, 2.0Hz), 6.81 (1H, 
ddd, J=8.0, 3.0, 1.0Hz), 4.28 (2H, t, J= 7.5Hz), 3.86 (2H, s), 3.16 (2H, s), 2.98 (2H, 
t, J=7.5Hz), 2.39 (3H, s)o 

15 mm 2(13) 

5- (2- (2- ( 5 - > f ^- 2 - 7x-;^^tv-;v- 4 - ^ ^) 



TLC : Rf 0.58 (?nn*;i/A : > ?y-;u=9 I 1) ; 

NMR (CDCI3) : d 8.00-7.95 (2H, m), 7.50-7.35 (3H, m), 7.20-7.05 (2H, m), 6.90- 





20 
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6.80 (2H, m), 4.25 (2H, t, J = 7 Hz), 3.05 (2H, t, J = 7 Hz), 2.60 (2H, t, J = 7 Hz), 
2.40 (3H, s), 2.35 (2H, t, J = 6 Hz), 1.80-1.50 (4H, m) 0 

^iW2 (1 4) 

5 6- (2- (4- f77-^-2-^i^ f^v) 7 




10 TLC : Rf 0.76 (gfcg£.x^;W) ; 

NMR (CDC1 3 ) : S 7.79 (2H, d, J=8.4Hz), 7.44 (1H, s), 7.15-7.26 (4H, m), 6.91- 
6.98 (2H, m), 5.41 (2H, s), 2.73 (2H, t, J=7.4Hz), 2.38 (3H, s), 2.36 (2H, t, 
J=7.3Hz), 1.62-1.78 (4H, m), 1.37-1.52 (2H , m) 0 

15 2(15) 

2- (3- (3- (2- (5-^f^-2-7xZ^ny'-^-4-^V) 




20 

TLC : Rf 0.42(^nn^;i/A : J ? y-)U = 10! 1) ; 
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NMR (CDCI3) : S 7.94-7.98 (m, 2H), 7.41-7.44 (m, 3H), 7.16 (dd, J = 7.7, 7.7 Hz, 
1H), 6.89 (m, 1H), 6.72-6.76 (m, 2H), 4.29 (t, J = 7.2 Hz, 2H), 3.23 (s, 2H), 3.01 (t, 
J = 7.2 Hz, 2H), 2.72 (t, J = 6.7 Hz, 2H), 2.66 (t, J = 6.7 Hz, 2H), 2.40 (s, 3H), 1.94 
(tt, J = 6.7, 6.7 Hz, 2H) D 

5 

mm (1 e) 

2- (3- (2- (tf7i-;l/-4--f )V) xf^y) 7x-]MWt) 




TLC : Rf 0.43 (^no*K : J ?/-;i/ = 10: 1) ; 

NMR (CDCI3) : 8 7.52-7.61 (m, 4H), 7.34-7.47 (m, 5H), 7.23 (dd, J = 8.0, 8.0 Hz, 
1H), 6.80-6.92 (m, 3H), 4.21 (t, J = 6.8 Hz, 2H), 3.81 (s, 2H), 3.14 (t, J = 6.8 Hz, 
15 2H), 3.11 (s, 2H) 0 

^WM 2(17) 

2- (4-^OD-3 - (2- (5 -*T)V- 2 -y^~)Ut^^y'~-)^-4 
x^y) yx.~jv^^^^-t) mm 
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tlc : Rf o.38 (*:>^-^:^nn*w=i : 1 o : l o o ) ; 

NMR (CDC1 3 ) : d 7.99 (m, 2H), 7.50-7.40 (m. 3H), 7.28 (d, J = 8.0 Hz, 1H), 7. 15 
(d, J = 2.0 Hz, 1H), 6.82 (dd, J = 8.0, 2.0 Hz, 1H), 6.30 (br., 1H), 4.38 (t, J = 6.5 Hz, 
2H), 3.85 (s, 2H), 3.18 (s, 2H), 3.03 (t, J = 6.5 Hz, 2H), 2.42 (s, 3H) 0 

% WM2 (18) 

2- (4-?nn-3- (4- (4-^^7x-^) f-7 7*-;u- 2 -4 )V 



10 




tlc : Rf 0.42 (jjt : > ? y : ? o o = i : io : 10 0); 

NMR (CDC1 3 ) : 5 7.73 (d, J = 8.0 Hz, 2H), 7.44 (s. 1H), 7.33 (d, J = 8.0 Hz, 1H), 
7.22 (d, J = 8.0 Hz, 2H), 7.11 (d, J = 2.0 Hz, 1H), 6.91 (dd, J = 8.0, 2.0 Hz, 1H), 
15 5.50 (s, 2H), 3.80 (s, 2H), 3.04 (s, 2H), 2.37 (s, 3H) 0 

mmn2 a 9) 

2- (3- (lf7x-;l/-4-^M F^ry) -4-^OD7i-WW 
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,0H 



tlc : Rf 0.34 (tJc : > ? J ~)V : ? n n A = l : 10: 100); 

NMR (CDa 3 ) : 5 7.65-7.35 (m, 9H), 7.33 (d, J = 8.0 Hz, 1H), 7.01 (d, J = 2.0 Hz, 
5 1H), 6.87 (dd, J = 8.0, 2.0 Hz, 1H), 5.20 (s, 2H), 3.79 (s, 2H), 3.02 (s, 2H) 0 

life (2 0) 

2- (3- ( (2E) -3- (tT7a:-^-4->f JU) 7"D^;i/i^y) 7 



TLC : Rf 0.29 oo*W ; p< ^y-;i/= i o : 1) ; 

NMR (CDC1 3 ) : 5 7.22-7.62 (m, 10H), 6.74-6.97 (m, 4H), 6.45 (dt, J = 16.0, 5.6 
15 Hz, 1H), 4.73 (d, J = 5.6 Hz, 2H), 3.84 (s, 2H), 3.12 (s, 2H) 0 

mmm2 (2 1) 

2- (3- (3- (tf7i-;l/-4--f flO yn^v) 7i-;MWt) 
SHE 



10 




153 



WO 99/46232 



PCT/JP99/01134 




.OH 



TLC : Rf 0.29(?nn*;l/£ : * ? y-)U=2 Oil); 
5 NMR (CDCI3) : S 7.19-7.61 (m, 10H), 6.78-6.93 (m, 3H), 4.00 (t, J = 6.1 Hz, 2H), 
3.82 (s, 2H), 3.12 (s, 2H), 2.86 (t, J = 7.6 Hz, 2H), 2.14 (tt, J = 7.6, 6.1 Hz, 2H) 0 

mm (22) 

2- (3- (2- (5-^fiV-2-7x^t^tV*-)V-4-^l/) Xf 
10 *y) 7xi*) ftK-^"^>Ux^T^ 




TLC : Rf 0.52(^on*;l/A : ^^y-;i/=9 : 1)1 
15 NMR(CDC1 3 ): 5 8.00-7.90 (m, 2H), 7.45-7.35 (m, 3H), 7.20 (t, J = 7.5 Hz, 1H), 
6.90-6.75 (m, 3H), 4.20 (t, J = 7 Hz, 2H, ), 3.60 (s, 2H), 2.95 (t, J = 7 Hz, 2H), 
2.35(s, 3H) 0 

%mn2 (2 3) 

20 2 - (3 - (Vf7x-^-4->f;U^ h*v) \£V z?> - 5 -4 fr* Tfr?-*) 

mm 
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TLC : Rf 0.14 (tK: * 9 J -fr \ ?nn*jWA = 1 : 10: 100)1 
5 NMR (DMSO-d 6 ) : S 8.27 (d, J = 3.0 Hz, 1H), 8.12 (d, J = 1.5 Hz, 1H), 7.75-7.30 
(m, 10H), 5.23 (s, 2H), 3.83 (s, 2H), 3.15 (s, 2H) Q 

mm (2 4) 

2- (3- (4* -7ntf/Hf7x-/l'-4 ->f;i/p< h*'» 7i-JMf^ 

io 




TLC : Rf 0.41 (BfcB£xf-;W) ; 
15 NMR (CDCI3) : 5 7.60 (d, J =8.3 Hz, 2H), 7.51 (d, J = 8.2 Hz, 2H), 7.48 (d, J = 
8.3 Hz, 2H), 7.26 (dd, J = 7.8, 7.8 Hz, 1H), 7.25 (d, J = 8.2 Hz, 2H), 6.88-7.01 (m, 
3H), 5. 10 (s, 2H), 3.83 (s, 2 H), 3. 10 (s, 2H), 2.63 (t, J = 7.4 Hz, 2H), 1.68 (tq, J = 
7.4, 7.4 Hz, 2H), 0.97 (t, J = 7.4 Hz, 3H) C 
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mum 2 (25) 

2- (3- (4- (tf; yv-A-4fr) 7i-;MKv) 7i-JMff 



tlc : Rf o.47(^nn*;uA : > ^y-;u=5 : l) ; 

NMR (CDC1 3 + 17 drops of CD3OD) : 8 8.53 (d, J = 5.8 Hz, 2H), 7.61 (d, J = 8.0 
Hz, 2H), 7.49-7.52 (m, 4H), 7.18 (dd, J = 7.7, 7.7 Hz, 1H), 6.80-6.95 (m, 3H), 5.07 
10 (s, 2H), 3.76 (s, 2H), 3.02 (s, 2H) 0 

mm 2(26) 

2- (3- (4- (try *j>-3 7x-jm^v) 7i-^f* 
ft* 



TLC : Rf 0.44(^nn^;VA : p< ^y-;l/=5 : 1) ; 

NMR (DMSO-d 6 ) : 5 8.88 (d, J = 1.5 Hz, 1H), 8.56 (dd, J = 4.8, 1.5 Hz, 1H), 8.05 



5 




15 




156 



WO 99/46232 



PCT/JP99/01134 



(m, 1H), 7.72 (d, J = 8.0 Hz, 2H), 7.54 (d, J = 8.0 Hz, 2H), 7.48 (m, 1H), 7. 19 (dd, J 
= 8.0, 8.0 Hz, 1H), 6.86-6.9 9 (m, 3H), 5.11 (s, 2H), 3.73 (s, 2H), 2.99 (s, 2H) Q 

%mn2 (27) 

5 2- (3- (4- (i, z-z?***y4yyy-s-4)\<) 7^-;i^h*v) 




10 TLC : Rf 0.28 (^nn^;i/A : p( ^y-;l/= 1 0 I 1) ; 

NMR (CDC1 3 ) : S 7.53 (d, J = 8. 1 Hz, 2H), 7.47 (d, J = 8. 1 Hz, 2H), 7.26 (dd, J = 
7.8, 7.8 Hz, 1H), 6.86-7.07 (m, 6H), 6.00 (s, 2H), 5.09 (s, 2H), 3.83 (s, 2H), 3.10 (s, 
2H) 0 

15 mmi (23) 

2- (3- (4- (\£V yy-2 7^-;k^bdfv) 7x^iMf^ 




.0. 




.OH 



O 



157 



WO 99/46232 



PCT/JP99/01134 



TLC : Rf 0.50(^nn*;l/A : *y-;i/ = 10: 1) ; 

NMR (CDC1 3 +3 drops of CD 3 OD) : 8 8.64 (ddd, J = 5.0, 1.6, 1.4 Hz, 1H), 7.90 (d, 
J = 8.6 Hz, 2H), 7.67-7.82 (m, 2H), 7.51 (d, J = 8.6 Hz, 2H), 7.18-7.29 (m, 2H), 
5 6.84-6.94 (m, 3H), 5.13 (s, 2H), 3 .77 (s, 2H), 3.00 (s, 2H) 0 

(2 9) 

2- (5- (tf7i-^-4 h^rv) - 2 h n 7 -f-Jl/f- 

*) mi. 



TLC : Rf 0.40(^nn*^A : * 9 J~)V= 1 0 I 1) \ 

NMR (CDCI3) : d 8.16 (d, J = 9.0 Hz, 1H), 7.56-7.65 (m, 4H), 7.32-7.51 (m, 5H), 
15 7.04 (d, J = 2.8 Hz, 1H), 6.99 (dd, J = 9.0, 2.8 Hz, 1H), 5.21 (s, 2H), 4.25 (s, 2H), 
3.09 (s, 2H) 0 

mm (3 0) 

2- (3- (If 7 i-n/-4 -4^* h^y) - 4 h D7x-;MW 
20 *) ftg 



10 
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.0. 




o 



.OH 



0 2 N 



TLC : Rf 0.25 (^Dd*M : * 9 J -)V= 1 0 '. 1) | 

NMR (CDC1 3 ) : 8 7.85 (d, J = 8.4 Hz, 1H), 7.35-7.64 (m, 9H), 7.17 (d, J = 1.6 Hz, 
5 1H), 7.00 (dd, J = 8.4, 1.6 Hz, 1H), 5.29 (s, 2H), 3.84 (s, 2H), 3.03 (s, 2H) Q 

mmmi (3 u 

2- (3- (4- (1, 3-ytHr/r>-4-^f^) 7x-;M F^y) 



TLC : Rf 0.35 (^nn^A : ^ 9 J ~)^= 10: 1) | 

NMR (CDC1 3 ) : d 7.73 (d, J = 8.5 Hz, 2H), 7.50 (d, J = 8.5 Hz, 2H), 7.25 (dd, J = 
15 8.0, 8.0 Hz, 1H), 6.80-7.08 (m, 6H), 6.01 (s, 2H), 5.11 (s, 2H), 3.82 (s, 2H), 3.08 (s, 
2H) 0 

■mm o 2) 

2- (3- (2 -7x-W , /-^-4 ->f^> h+y) 7x-)MfW 



10 



o' 




OH 
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5 TLC : Rf 0.42 n n frJUA : * * y -jl/ = 1 0 : 1 ) I 

NMR (CDC1 3 ) : <5 8.80 (brs, 1H), 7.90-7.96 (m, 2H), 7.40-7.45 (m, 3H), 7.32 (s, 
1H), 7.25 (dd, J = 7.8, 7.8 Hz, 1H), 6.89-7.03 (m, 3H), 5.27 (s, 2H), 3.82 (s, 2H), 
3.09 (s, 2H) 0 

10 mmn (33) 

2- (3- (2- (5-^f-;i/-2- (4->Wi^) ^^y-^- 




TLC : Rf 0.42(?nn*;l/A ; ^ ?y-;u = 1 0 : 1) ; 

NMR (CDCI3) : S 7.86 (d, J = 8.0 Hz, 2H), 7.25-7.17 (m, 3H), 7.07 (s, 1H), 6.88 
(d, J = 7.8 Hz, 1H), 6.80(dd, J = 8.0, 1.4 Hz, 1H), 4.29 (t, J = 7.7 Hz, 2H), 3.87 (s, 
2H), 3.18 (s, 2H), 2.96 (t, J = 7.7 Hz, 2H), 2.39 (s, 3H), 2.37 (s, 3H) G 

MI2 (3 4) 

2- (3- (2- (2-7i-;l/fT7-JV-4-^V) xf^y) 71^^ 
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TLC : Rf 0.46 (?on*W : * 9 J —fr = 1 0 '. \)\ 
5 NMR (CDC1 3 ) : S 7.90-7.95 (m, 2H), 7.39-7.46 (m, 3H), 7.23 (dd, J = 7.8, 7.8 Hz, 
1H), 7.08 (s, 1H), 6.81-6.98 (m, 3H), 4.38 (t, J =7.0 Hz, 2H), 3.83 (s, 2H), 3.30 (t, J 
= 7.0 Hz, 2H), 3.12 (s, 2H ) e 

mm (3 5) 

10 2- (3- (2- (5 f-^- 2 - (4-h'J7Wn^fji/7i-;l/) * 
^V*-Jl/-4 -^f;U) xh+y) 7x-;MWi) 

f 3 c^WT TT T 

X==/ 0 CH 3 

15 TLC : Rf 0.27 (9 U U A I * 9 J -)]/= 1 0 ! 1 ) ; 

NMR (CDC1 3 ) : 5 8.09 (d, J = 9.0 Hz, 2H), 7.70 (d, J = 9.0 Hz, 2H), 7.22 - 6.79 
(m, 4H), 4.29 (t, J = 7.5 Hz, 2H), 3.86 (s, 2H), 3.17 (s, 2H), 2.99 (t, J = 7.5 Hz, 2H), 
2.42 (s, 3H) 0 

20 1112 (3 6) 

2- (3- (2- (2-7x-)^W-^-4-^;V) x^y) 7j,- 
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.OH 



TLC : Rf 0.34(^nn*;WA : > 9 J~)V= 10 11)1 

NMR (CDC1 3 ) : 8 7.99-8.04 (m, 2H), 7.58 (s, 1H), 7.42-7.47 (m, 3H), 7.23 (dd, J 
5 = 7.7, 7.7 Hz, 1H), 6.89-6.95 (m, 2H), 6.83 (dd, J = 7.7, 2.5 Hz, 1H), 4.30 (t, J = 7.1 
Hz, 2H), 3.84 (s, 2H), 3.14 (s, 2H), 3.08 (t, J - 7.1 Hz, 2H) Q 

mm\2 (3 7) 

2- (3- (2- (5-^f-^-2- (4-7^n7x-A/) 
10 -4-4)1') xh^» 7x^)Mf^ft) 



TLC : Rf 0.39 nn*W : J ?y-;l/ = 10: 1) ; 
15 NMR (CDCI3) : 8 7.97 (dd, J = 8.8, 5.2 Hz, 2H), 7.24-7.07 (m, 3H), 6.97 (m, 1H), 
6.89 (d, J = 7.6 Hz, 1H), 6.79 (dd, J = 8.0, 1.8 Hz, 1H), 4.25 (t, J = 7.1 Hz, 2H), 
3.82 (s, 2H), 3.13 (s, 2H), 2.9 7 (t, J = 7.1 Hz, 2H), 2.37 (s, 3H) 0 

%mn'2 (3 8) 

20 2 - (3 - (2 - (5 -^f-^-2 - (1, 3 -V1r**M 5 
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TLC : Rf 0.30(^nn*;l/A : ^ ^y-;P= 1 0 : 1) ; 

NMR (CDC1 3 ) : d 7.53 (d, J = 8.4 Hz, 1H), 7.44 (d, J = 2.0 Hz, 1H), 7.21 (t, J = 
5 7.9 Hz, 1H), 7.05 (s, 1H), 6.90-6.78 (m, 3H), 6.02 (s, 2H), 4.27 (t, J = 7.4 Hz, 2H), 
3.87 (s, 2H), 3.18 (s, 2H), 2,95 (t, J = 7.4 Hz, 2H), 2.36 (s, 3H) 0 

31 2(39) 

5- (3- (3- (5-^;i/-2-7i-;i/**-ty-;i/-4-^;i/) 7*n 

10 *°*v) 7i-Jl/) *>9>M 




TLC : Rf 0.63 (^OD*H ! * ?y-)V=9 I 1) ; 
15 NMR (CDCI3) : S 8.05 -7.95 (m, 2H), 7.50-7.40 (m, 3H), 7. 15 (m, 1H), 6.80-6.70 
(m, 3H), 4.00 (t, J = 6 Hz, 2H), 2.75 (t, J = 7 Hz, 2H), 2.60 (m, 2H), 2.35 (m, 2H), 
2.30 (s, 3H), 2.15 (m, 2H), 1.75-1.60 (m, 4H) Q 

mm (4 0) 

20 2 - (3 - ( 2 - ( 5 -^^;i/-2- (4-^nn7x^) 
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,0 



OH 



CI- 



O 



TLC : Rf 0.29 (^DD*H * 9 J -;i/= 1 0 : 1 ) \ 

NMR (CDC1 3 ) : 8 7.92 (d, J = 8.8 Hz, 2H), 7.41 (d, J = 8.8 Hz, 2H), 7.21 (t, J = 
5 7.9 Hz, 1H), 7.02 (m, 1H), 6 89 (d, J = 8.0 Hz, 1H), 6.81 (d, J = 8.0 Hz, 1H), 4.27 (t, 
J = 7.8 Hz, 2H), 3 86 (s, 2H), 3.16 (s, 2H) , 2.97 (t, J = 7.8 Hz, 2H), 2 39 (s, 3H) 0 

mmm u n 

2- (3- (5->f^-2-7x-Wt7-«'-4->fW h+y) 7 
10 x.=-n>*<f-iW-*) %m 




TLC : Rf 0.37(^nn^;l/A : pf^y-;l/=9 : l) ; 
15 NMR (CDC1 3 ) : 8 8.05 -7.95 (m, 2H), 7.50-7.40 (m, 3H), 7.25 (dd, J = 7.5, 7.5 Hz, 
1H), 7.05 (m, 1H), 6.95-6.85 (m, 2H), 5.05 (s, 2H), 3.80 (s, 2H), 3.15 (s, 2H), 2.45 
(s, 3H) 0 

mmi (42) 

20 2 - (3 - (3 - (5 -^f^-2-7x-Wt7-Jl'-4-'f^) fu 
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tlc : Rf o.42(^no^;i/A : ^ ^y-;i/=9 : l) ; 

NMR (CDCI3) : d 8.00 -7.90 (m, 2H), 7.45-7.40 (m, 3H), 7.25 (dd, J = 8, 8 Hz, 
5 1H), 6.95-6.85 (m, 2H), 6.80 (m, 1H), 4. 15 (t, J = 6.5 Hz, 2H), 3.85 (s, 2H), 3. 10 (s, 
2H), 2.65 (t, J = 7.5 Hz, 2H), 2.30 (s, 3H), 2.10 (m, 2H) 0 

mm (4 3) 

2- (3- (2- (5-^fJV-2-7x-jVtHv-^-4-^l/) J-Y 
10 ^fy) 7x-)l/) -2 -H-)l7°n^y$fc 




TLC : Rf 0.51 (?nn*;l/A : J ?y-^ = 10: 1) ; 
15 NMR (CDC1 3 ) : d 7.96-8.01 (m, 2H), 7.40-7.45 (m, 3H), 7.22 (dd, J = 8.0, 8.0 Hz, 
1H), 6.92-6.98 (m, 2H), 6.78 (m, 1H), 4.22 (t, J = 6.6 Hz, 2H), 2.98 (t, J = 6.6 Hz, 
2H), 2.36 (s, 3H), 1.57 (s, 6H ) 0 

%mn2 (4 4) 

20 2 - (3 - (2 - (5 -^f-^-2 - (2 -*T)V7 *3r^ V*-;U- 
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TLC : Rf 0.38(?nn*;UA : 10:1); 

NMR (CDCI3) : S 7.89 (m, 1H), 7.33-7. 17 (m, 4H), 6.99-6.79 (m, 3H), 4.29 (t, J = 
5 7.2 Hz, 2H), 3.83 (s, 2H), 3.12 (s, 2H), 2.99 (t, J = 7.2 Hz, 2H), 2.61 (s, 3H), 2.39 (s, 
3H) 0 

mm (4 5) 

2- (3- (2- (5-^f-^-2- 
10 4-4)1) xKv) 7x-)MWt) 




TLC : Rf 0.39 (?nn*W : J ? J -;!/= 10:1); 
15 NMR (CDCI3) : 5 7.79 (m, 2H), 7.37-7 .17 (m, 3H), 7.03 (m, 1H), 6.88 (d, J = 7.4 
Hz, 1H), 6.81 (m, 1H), 4.28 (t, J = 7.2 Hz, 2H), 3.86 (s, 2H), 3.16 (s, 2H), 2.98 (t, J 
= 7.2 Hz, 2H), 2.40 (s, 3H), 2.39 (s, 3H) Q 

Wmi (4 6) 

20 2 - (3 - (2 - (5 -^;i/-2- (4-^^v7i-^) 
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TLC : Rf 0.43 (? nn*w : * 9 J —fr = io: 1) ; 

NMR (CDC1 3 ) : 5 7.92 (d, J = 9.0 Hz, 2H), 7.20 (dd, J = 7.9, 7.9 Hz, 1H), 7.05 (m, 
5 1H), 6.95 (d, J = 9.0 Hz, 2H), 6.78-6.90 (m, 2H), 4.27 (t, J = 7.4 Hz, 2H), 3.86 (s, 
2H), 3.85 (s, 3H), 3.17 (s, 2H), 2.96 (t, J = 7.4 Hz, 2H), 2.36 (s, 3H) D 

mm (4 7) 

2- (3- (2- (5-^f-^-2- (4--Fn7x-jl/) **W-)l>- 
10 4-4/10 Jth^rV) 7i-^^m*) M 




TLC : Rf 0.48 nn#W : p< * y -;l/= 9 : 1 ) ; 
15 NMR(CDC1 3 ): $ 8.29 (d, J = 9.0 Hz, 2H), 8. 13 (d, J = 9.0 Hz, 2H), 7.22 (dd, J = 
8.0, 8.0 Hz, 1H), 6.88-6.94 (m, 2H), 6.80 (dd, J = 8.0, 1.6 Hz, 1H), 4.27 (t, J = 6.5 
Hz, 2H), 3.82 (s, 2H), 3.13 (s, 2H), 3.00 (t, J = 6.5 Hz, 2H), 2.43 (s, 3H) D 

mm 2 (4 8) 

20 2 - (3 - (2 - (5 -^f^-2-7x-W^tV-^-4-^V) xh 
*v0 -5-^nn7x-;MfW) B£$? 
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.OH 



TLC : Rf 0.26 nn*;l/A : \ fc= ioo: 10: 1) ; 

NMR (CDC1 3 ) : S 7.95-8.00 (m, 2H), 7.41-7.47 (m, 3H), 6.93 (m, 1H), 6.89 (m, 
5 1H), 6.81 (dd, J = 2.0, 2.0 Hz, 1H), 4.27 (t, J = 7.2 Hz, 2H), 3.81 (s, 2H), 3.17 (s, 
2H), 2.97 (t, J = 7.2 Hz, 2H), 2. 39 (s, 3H) 0 

Wmi (4 9) 

2- (3- (2- (5-^f^-2-7x^;Vt^V-^-4-^^) xf 

10 3rv) - 2 -^f-;w7ji-;i/^f-;i/-f-^) gfcgg 




TLC : Rf 0.29 (^nn^A ; ^ 9 J -;U = 10: 1) ; 
15 NMR (GDCI3) : 8 8.00-7.95 (m, 2H), 7.45-7.40 (m, 3H), 7.06 (t, J = 8.0 Hz, 1H), 
6.85-6.78 (m, 2H), 4.23 (t, J = 6.5 Hz, 2H), 3.84 (s, 2H), 3.13 (s, 2H), 3.01 (t, J = 
6.5 Hz, 2H), 2.38 (s, 3H), 2.22 (s, 3H) 0 

mm\ 2 (50) 

20 2 - ( 1 - (3 - (2 - (5 -^f^-2-7x-^W-il/-4-^l/) 
x^y) 7i-/u) xf^ft) 
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tlc : Rf 0.38 (?nn^i : o : l) ; 

NMR (CDC1 3 ) : 5 8.00-7.94 (m, 2H), 7.46-7.39 (m, 3H), 7.23 (t, J = 7.8 Hz, 1H), 
5 7.01 (brs, 1H), 6.93 (brd, J = 8.0 Hz, 1H), 6.83-6.78 (m, 1H), 4.27 (t, J = 7.2 Hz, 
2H), 4.18 (q, J =7.0 Hz, 1H), 3.06 (d, J = 15.6 Hz, 1H), 3.04(d, J = 15.6 Hz, 1H), 
2.96 (t, J = 7.2 Hz, 2H), 2.38 (s, 3H), 1.58 (d, J = 7.0 Hz, 3H) 0 

mm 2 (51) 

10 2- (3- (2- (5 - > f 2 - 7x-;Vi^rty-;l/ - 4 - ^V) -1 




15 tlc : Rf 0.37 n nfcji^A : ^ ? j -;u= l o : 1 ) ; 

NMR (CDC1 3 ) : 8 8.00-7.94 (m, 2H), 7.45-7.38 (m, 3H), 7. 18 (t, J = 7.2 Hz, 1H), 
7.04 (brs, 1H), 6.89-6.77 (m, 2H), 4.77 (m, 1H), 3.83 (s, 2H), 3.16 (d, J = 15.0 Hz, 
1H), 3.10 (d, J = 15.0 Hz, 1H), 3.01 (dd, J = 14 .2, 5.4 Hz, 1H), 2.63 (dd, J = 14.2, 
7.8 Hz, 1H), 2.35 (s, 3H), 1.34 (d, J = 6.2 Hz, 3H) 0 

20 

^MM 2(52) 

2- (3- (2- (5 - h V yfr*u*7A>-2 - 7x-A/tW-^-4 
->fjl/) xf^v) 7x^JMf;i/ft) WfWL 
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tlc : Rf o.23(^nn*;i/A : ^^y-;u=2 0 : l) ; 

5 NMR (CDC1 3 ) : 8 8. 10-8.01 (m, 2H), 7.58-7.42 (m, 3H), 7.22 (t, J = 8.0Hz, 1H), 
6.96-6.87 (m, 2H), 6.81 (m, 1H), 4.31 (t, J = 7.0 Hz, 2H), 3.81 (s, 2H), 3.20 (t, J = 
7.0 Hz, 2H), 3.10 (s, 2H) Q 

mim 2 (5 3) 

10 2- (3- (2- (5-^f^-2-7x-^W-^/-4->f^) 7*n 




15 TLC : Rf 0.38 (^-fr > : ffi»X^^= 1 : 3); 

NMR (CDCI3) : 5 8.00-7.91 (m, 2H), 7.38-7.33 (m, 3H), 7.06 (t, J = 8.0 Hz, 1H), 
6.83-6.67 (m, 3H), 4.18-3.94 (m, 2H), 3.67 (s, 2H), 3.15 (m, 1H), 3.08 (s, 2H), 2.31 
(s, 3H), 1.34 (d, J = 7.0 Hz, 3H) 0 

20 m-mm 2 (54) 

2- (3- (2- (5-^fA'-2-7x-A'tW-A'-4->fM x h 
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tlc : Rf 0.37 (?nn*w : * 9 j -)i>= io:i); 

NMR (CD3OD) : 8 7.98-7.93 (m, 2H), 7.50-7.41 (m, 3H), 7. 15 (t, J = 7.8 Hz, 1H), 
5 6.94-6.86 (m, 2H), 6.76 (m, 1H), 4.24 (t, J = 6.6 Hz, 2H), 3.73 (d, J = 13.2 Hz, 1H), 
3.72 (d, 13.2 Hz, 1H) 3.27 (q, J = 7.0 Hz, 1H), 2.96 (t, J = 6.6 Hz, 2H), 2.37 (s, 3H), 
1.34 (d, J = 7.0 Hz, 3H) 0 

m mm 2(55) 

10 2- (3- (2- (5-^Jl/-2- (4-xf^7x^)l/) *dr^/-;u- 




15 TLC : Rf 0.33 ! * 9 J -fr : ? n n *^ A = l : 10 : 100); 

NMR (CDC1 3 ) : 5 7.88 (d, J = 8.5 Hz, 2H), 7.26 (d, J = 8.5 Hz, 2H), 7.20 (dd, J = 
8.0, 8.0 Hz, 1H), 7.01 (d, J = 2.5 Hz, 1H), 6.88 (d, J = 8.0 Hz, 1H), 6.80 (dd, J = 8.0, 
2.5 Hz, 1H), 4.26 (t, J = 7.0 Hz, 2H), 3.8 4 (s, 2H), 3.15 (s, 2H), 2.97 (t, J = 7.0 Hz, 
2H), 2.68 (q, J = 7.5 Hz, 2H), 2.37 (s, 3H), 1.25 (t, J = 7.5 Hz, 3H) e 

20 

mmm 2 (56) 

2- (3- (2- (5-^^-2- (2, 2-y7;i/tn-i, Z-VHr^- 
yyy- 5 ^-^^v*-^-4 ->f fr) xh+-» 7x-)Mf;i/ 
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F 



5 TLC : Rf 0.31 \ * * J -fr \ ?uu*)VA= i:io:ioo); 

NMR (CDC1 3 ) : S 7.75 (dd, J = 8.5, 2.0 Hz, 1H), 7.69 (d, J = 2.0 Hz, 1H), 7.21 
(dd, J = 8.0, 8.0 Hz, 1H), 7.11 (d, J = 8.5 Hz, 1H), 6.96 (d, J = 2.5 Hz, 1H), 6.89 (d, 
J = 8.0 Hz, 1H), 6.80 (dd, J = 8.0, 2.5 Hz, 1 H), 4.25 (t, J = 7.0 Hz, 2H), 3.83 (s, 2H), 
3.14 (s, 2H), 2.97 (t, J = 7.0 Hz, 2H), 2.38 (s, 3H) C 

10 

mm\2 (5 7) 

2- (3- (2- (5-^^-2- (4-7 p ntf;i/7x-;i/) 



15 




OH 



tlc : Rf 0.50 ofc : * ? j - )V : 9 n n a = 1 : 1 o : 1 00); 

NMR (CDCI3) : S 7.88 (d, J - 8.5 Hz, 2H), 7.24 (d, J = 8.5 Hz, 2H), 7.20 (dd, J = 
8.0, 8.0 Hz, 1H), 7.02 (d, J = 2.5 Hz, 1H), 6.88 (d, J = 8.0 Hz, 1H), 6.80 (dd, J = 8.0, 
20 2.5 Hz, 1H), 4.27 (t, J = 7.5 Hz, 2H), 3.8 5 (s, 2H), 3. 16 (s, 2H), 2.97 (t, J = 7.5 Hz, 
2H), 2.62 (t, J = 7.5 Hz, 2H), 2.37 (s, 3H), 1.65 (m, 2H), 0.94 (t, J = 7.5 Hz, 3H) 0 
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mmm2 (5 8) 

2- (3- (2- (5-^^;U-2- (4->fyyo^7x^) 



5 




TLC : Rf 0.53 #C : > * - fl/ : ? n n */U A = 1 : 10 : 100); 
NMR (CDC1 3 ) : 8 7.89 (d, J = 8.0 Hz, 2H), 7.29 (d, J = 8.0 Hz, 2H), 7.21 (dd, J = 
8.0, 8.0 Hz, 1H), 7.06 (d, J = 2.5 Hz, 1H), 6.88 (d, J = 8.0 Hz, 1H), 6.81 (dd, J = 8.0, 
10 2.5 Hz, 1H), 4.28 (t, J = 7.5 Hz, 2H), 3.8 7 (s, 2H), 3.17 (s, 2H), 2.97 (t, J = 7.5 Hz, 
2H), 2.94 (m, 1H), 2.38 (s, 3H), 1.26 (d, J = 7.0 Hz, 6H) 0 

mmm 2(59) 

2- (3- (2- (5-^f;V-2-7x-;i/f7 > /-^-4-'fJl/) xh* 
15 v) 7i-WWt) &m 




TLC : Rf 0.32(?nn*;l/A : *y-;v= i o : 1) ; 
20 NMR (CDCI3) : 8 7.88-7.82 (m, 2H), 7.45-7.34 (m, 3H), 7.21 (t, J = 7.8 Hz, 1H), 
6.98 (m, 1H), 6.92-6.77 (m, 2H), 4.33 (t, J = 7.2 Hz, 2H), 3.83 (s, 2H), 3.20 (t, J = 
7.2 Hz, 2H), 3.12 (s, 2H), 2.47 (s, 3H) 0 
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mmw2 (6 0) 

2- (3- (2- (5 -*m>-2- (4-W7x-;V) ***rV-)V- 



5 




tlc : Rf o.43(*nn#/i/A : ^^y-;i/=9 : l); 

NMR (CDC1 3 ) : 5 7.85 (d, J = 7 Hz, 2H), 7.30-7.05 (m, 3H), 7.05 (brs, 1H), 6.90- 
6.75 (m, 2H), 4.30 (t, J = 8 Hz, 2H), 3.85 (s, 2H), 3.20 (s, 2H), 2.95 (t, J = 8 Hz, 2H), 
10 2.60 (t, J = 8 Hz, 2H), 2.40 (s, 3H), 1.60 (m, 2H), 1.35 (m, 2H), 0.95 (t, J = 7 Hz, 
3H) 0 

W W 2 (6 1) 

2- (3- (2- (5-xfjl/-2-7x^jl/t^rty-^-4-^l/) 
15 7x-;Mf^ft) 



tlc : Rf 0.63 (?nn*w : * ?y*-)v=s : i) ; 

20 NMR (CDCI3) : d 7.96-8.01 (m, 2H), 7.40-7.47 (m, 3H), 7.21 (dd, J = 7.8, 7.8 Hz, 
1H), 7.04 (m, 1H), 6.88 (d, J = 7.8 Hz, 1H), 6.81 (dd, J = 7.8, 2.4 Hz, 1H), 4.28 (t, J 
= 7.5 Hz, 2H), 3.86 (s, 2H) , 3.17 (s, 2H), 2.98 (t, J =7.5 Hz, 2H), 2.75 (q, J = 7.4 
Hz, 2H), 1.31 (t, J = 7.4 Hz, 3H) 0 
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^mM2 (6 2) 

2- (3- (2- (2, 3, 5, 6-f f77)l/tn-4 

5 ft®. 




F F 



TLC : Rf 0.33 VU*)VA : ^ = 15:1); 

10 NMR(CDC1 3 ): S 7.21 (t, J = 7.8 Hz, 1H), 6.97-6.75 (m, 3H), 4.26 (t, J = 7.0 Hz, 
2H), 3.82 (s, 2H), 3.12 (s, 2H), 3.02 (t, J = 7.0 Hz, 2H), 2.42 (s, 3H), 2.33 (m, 3H) Q 

mm (6 3) 

2- (3- (2- (5-^^-2- (4-^>f]V7i-^) tf*^/-;!/ 
15 -4--f;i/) iKv) 7x-JMfWt) 




TLC : Rf 0.50(^no*;l/A : ^^y-;P=9 I 1) ; 
20 NMR (CDC1 3 ) : 5 7.90 (d, J = 8 Hz, 2H), 7.30-7. 15 (m, 3H), 7.05 (br., 1H), 6.90- 
6.75 (m, 2H), 4.30 (t, J = 8 Hz, 2H), 3.90 (s, 2H), 3.20 (s, 2H), 3.00 (t, J = 8 Hz, 2H), 
2.65 (t, J = 8 Hz, 2H), 2.40 (s, 3H), 1.60 (m, 2H), 1.45-1.20 (m, 4H), 0.90 (t, J = 7 
175 



WO 99/46232 



PCT/JP99/01134 



Hz, 3H) 0 
tiW2 (6 4) 

2- (3- (2- ( 5 -X ?-)]/- 2 - (3-^nn-4-^f^7i-Jl/) * 




CI 



TLC : Rf 0.63(^nn^;i/A : ^ ^y-;w=5 : 1) ; 
10 NMR (CDC1 3 ) : 5 7.95 (d, J = 1.8 Hz, 1H), 7.76 (dd, J = 8.0, 1.8 Hz, 1H), 7.29 (d, 
J = 8.0 Hz, 1H), 7.21 (dd, J = 7.8, 7.8 Hz, 1H), 6.99 (m, 1H), 6.89 (m, 1H), 6.80 (m, 
1H), 4.26 (t, J = 7.1 Hz, 2 H), 3.84 (s, 2H), 3.15 (s, 2H), 2.97 (t, J = 7.1 Hz, 2H), 
2.40 (s, 3H), 2.38 (s, 3H) 0 

15 mm 2(65) 

2- (3- (2- (5 2 - y^nMy^^^tV*-;V-4 -A fr) 

( V^fT T 1 " 

20 

TLC : Rf 0.38 (y* OD*]^ : ^ 9 J -)V= 9 '. 1 ) ; 

NMR (CDCI3) : <? 7.20 (dd, J = 7.5, 7.5 Hz, 1H), 7.05 (br. 1H), 6.90-6.75 (m, 2H), 
4.20 (t, J = 8 Hz, 2H), 3.90 (s, 2H), 3.20 (s, 2H), 2.85 (t, J = 8 Hz, 2H), 2.25 (s, 3H), 
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2.10-1.20 (m, 10H) o 



2- (3- (2- ( 5-^^-2 -v 



5 




.0. 



.ONa 



O 



TLC : Rf 0.22(^nn*;l/A : ^ 1 0 : 1) ; 

NMR (CDC1 3 ) : S 6.96 (m, 1H), 6.76-6.66 (m, 2H), 6.58 (m, 1H), 4.00 (m, 2H), 
10 3.48 (s, 2H), 3.07 (s, 2H), 2.74 (m, 2H), 2.62 (m, 1H), 2.15 (s, 3H), 2.01-1.89 (m, 
2H), 1.80-1.15 (m, 8H) 0 

WW* (6 6) 

2- (3- (2- (5-^"f-/U-2- (4- (2-ff-)V?u\£)V) 7x-ik) 



TLC : Rf 0.44(?nn*;l/£ : ^y-;v=9 ; i) ; 
20 NMR (CDCI3) : 5 7.90 (d, J = 7 Hz, 2H), 7.30-7.15 (m, 3H), 7.05 (m, 1H), 6.95- 
6.75 (m, 2H), 4.25 (t, J = 7.5 Hz, 2H), 3.85 (s, 2H), 3.20 (s, 2H), 3.00 (t, J - 7.5 Hz, 
2H), 2.50 (d, J = 8 Hz, 2H), 2.40 (s, 3H), 1.90 (m, 1H), 0.90 (d, J = 8 Hz, 6H) 0 




.0. 



.OH 
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*mm (6 7) 

2- (3- (2- (5 -*T)\>-2- (4-t-W7x-^/) t^r^V"- 



5 




TLC : Rf 0.50(^nn*;l/A : ^ ^y-Jl/=9 : 1) ; 

NMR (CDC1 3 ) : 5 7.90 (d, J = 9 Hz, 2H), 7.45 (d, J = 9 Hz, 2H), 7.20 (dd, J = 8, 8 
Hz, 1H), 7.05 (br., 1H), 6.90-6.80 (m, 2H), 4.30 (t, J = 7.5 Hz, 2H), 3.85 (s, 2H), 
10 3.20 (s, 2H), 3.00 (t, J = 7.5 Hz, 2H), 2.40 (s, 3H), 1.35 (s, 9H) Q 

l i Si2 (6 8) 

2- (3- (2- (5-^^-2- (4-v^A^y^7i-JV) t*^ 




tlc : Rf o.65(^nn^;i/A : p<^y-;i/=9 : l); 

NMR (CDCI3) : 5 7.89 (d, J = 8.5 Hz, 2H), 7.27 (d, J = 8.5 Hz, 2H), 7.20 (dd, J = 
20 8.0, 8.0 Hz, 1H), 7.03 (m, 1H), 6.88 (d, J = 8.0 Hz, 1H), 6.80 (dd, J = 8.0, 2.2 Hz, 
1H), 4.27 (t, J = 7.5 Hz, 2H) , 3.85 (s, 2H), 3.16 (s, 2H), 2.97 (t, J = 7.5 Hz, 2H), 
2.53 (m, 1H), 2.37 (s, 3H), 1.70-1.90 (m, 4H), 1.20-1.52 (m, 6H) 0 



178 



WO 99/46232 



PCT/JP99/01134 



mmm2 (6 9) 

2- (3- {5-**fr-2- (1, 3-v**+K>^>-5-^) 



5 




TLC : Rf 0.40(^nn*;l/A : ^ * 7 -;l/= 1 0 : 1 ) ; 

NMR (CDC1 3 ) : 8 7.54 (dd, J = 8.0, 1.8 Hz, 1H), 7.46 (d, J = 1.8 Hz, 1H), 7.21 (d, 
J = 8.0 Hz, 1H), 7.07-7.02 (m, 1H), 6.96-6.82 (m, 3H), 6.02 (s, 2H), 5.00 (s, 2H), 
10 3.78 (s, 2H), 3.1 1 (s, 2H), 2.42 (s, 3H) Q 

mm C7 o) 

2- (3- (5-^^-2- (4-^V7"nt>7x^) t^W-fr- 
4-4 fr* ^y) 7x^)MfWt) W 




TLC : Rf 0.48 DO^A : > ?y-;U = 1 0 I 1) ; 

NMR (CDCI3) : (J 7.92 (d, J = 8.5 Hz, 2H), 7.34-7. 17 (m, 3H), 7.08-7.03 (m, 1H), 
20 6.96-6.84 (m, 2H), 5.02 (s, 2H), 3.78 (s, 2H), 3.11 (s, 2H), 2.94 (sep., J = 7.0 Hz, 
1H), 2.44 (s, 3H), 1.26 (d, J = 7.0 Hz, 6 H) e 
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m®2 (7i) 

2- (3- (2- {4-*^)V-2-7^-fr**-V-V*-)V-5-4)l') xf 




TLC : Rf 0.38 nn^;i/A : ?y-;i^ = l 0 : 1) ; 

NMR (CDC1 3 ) : S 8.00-7.95 (m, 2H), 7.49-7.37 (m, 3H), 7.22 (t, J = 8.0 Hz, 1H), 
10 6.95-6.76 (m, 3H), 4.23 (t,J = 7.0 Hz, 2H), 3.81 (s, 2H), 3.15 (t, J = 7.0 Hz, 2H), 
3.10 (s, 2H), 2.22 (s, 3H) 0 

(7 2) 

2- (3- (2- (5-*Tfr-2- (3, 4-^h^7x-^/) 
15 y*-;i/-4-^;i/) x^-» 7i-^fW) BE® 



H3C-O 

o_y WT TT T 

H 3 C ' 0-^ C h 3 



TLC : Rf 0.62(^nn*;l/A : pi^y-;l/=5 : 1) ; 
20 NMR (CDCI3) : S 7.57 (dd, J = 8.5, 2.0 Hz, 1H), 7.51 (d, J = 2.0 Hz, 1H), 7.21 
(dd, J = 8.0, 8.0 Hz, 1H), 7.04 (m, 1H), 6.91 (d, J = 8.5 Hz, 1H), 6.78-6.90 (m, 2H), 
4.28 (t, J = 7.5 Hz, 2H), 3.95 (s, 3H), 3.93 (s, 3H), 3.86 (s, 2H), 3.16 (s, 2H), 2.96 (t, 
J = 7.5 Hz, 2H), 2.38 (s, 3H) 0 



180 



WO 99/46232 



PCT/JP99/01134 



mM2 (7 3) 

2- (3- (2- (5 -^f-;i/-2 - (4-b'j7^n^f^y7i-;V) 




TLC : Rf 0.39(^nn*;i/A : ^ ^y-;l/=9 : 1) ; 

NMR (CDC1 3 ) : 5 8.00 (d, J = 8 Hz, 2H), 7.30 (d, J = 8 Hz, 2H), 7.20 (dd, J = 7.5, 
10 7.5 Hz, 1H), 7.00 (br. 1H) 6.90 (d, J = 7.5 Hz, 1H), 6.80 (dd, J = 7.5, 7.5 Hz, 1 H), 
4.25 (t, J = 7 Hz, 2H), 3.85 (s, 2H), 3.15 (s, 2H), 3.00 (t, J = 7 Hz, 2H), 2.40 (s, 3H) 0 

mm (7 4) 

2- (3- (2- (5-^^-2- (3, 4, 5 - h V ^ h * y7x-JV) 




CH 3 



tlc : Rf o.39(*nn*/i^ : ?y->u=9 : l); 

20 NMR (CDCI3) : S 7.25-7.15 (m, 3H), 7.05 (m, 1H), 6.90-6.75 (m, 2H), 4.25 (t, J = 
7.5 Hz, 2H), 3.95 (s, 6H), 3.90 (s, 3H), 3.85 (s, 2H), 3.15 (s, 2H), 2.95 (t, J = 7.5 Hz, 
2H), 2.40 (s, 3H) 0 
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g*fcfl!2 (7 5) 

2- (3- (2- (5->f-;^-2- (4 1 ->f;v) * 

5 




TLC : Rf 0.26 (tK : *9 J-fr\ ^nn^A= 1 : 10 : 100); 
NMR (CDC1 3 ) : S 7.14 (dd, J = 7.5, 7.5 Hz, 1H), 6.88 (d, J = 7.5 Hz, 1H), 6.73 
10 (dd, J =7.5, 2.0 Hz, 1H), 6.70 (d, J = 2.0 Hz, 1H), 4.27 (t, J =6.5 Hz, 2H), 3.78 (s, 
2H), 3.55 (t, J = 5.0 Hz, 4H), 3. 14 (s, 2H), 2.90 (t, J = 6.5 Hz, 2H), 2.85 (t, J = 5.0 
Hz, 4H), 2.51 (s, 3H), 2.19 (s, 3H) 0 

* i m 2 (7 6) 

15 2- (3- (2- (5-^f-^-2- (4-^W*7x-^) t^V- 




20 TLC : Rf 0.33 Ofc : > * y : * n n A = 1 ; 10 : 10 0); 

NMR (CDCI3) : 8 7.88 (d, J = 8.5 Hz, 2H), 7.27 (d, J = 8.5 Hz, 2H), 7.20 (dd, J = 
8.0, 8.0 Hz, 1H), 7.03 (dd, J = 2.5, 2.0 Hz, 1H), 6.88 (ddd, J = 8.0, 2.0, 1.0 Hz, 1H), 
6.80 (ddd, J = 8.0, 2.5, 1.0 Hz, 1H), 4.27 (t, J = 7.5 Hz, 2H), 3.85 (s, 2H), 3. 16 (s, 
2H), 2.96 (t, J = 7.5 Hz, 2H), 2.51 (s, 3H), 2.37 (s, 3H) Q 
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(7 7) 

2- (3- (2- (5-^^-2- (tf'J V>-2 -A )V) 
A-4)V) X^y) 7x-)MfWt) 

5 




tlc : Rf 0.55(?nn*;i/A : y ?/-;i/=5 : 1) ; 

NMR (CDC1 3 ) : S 8.77 (ddd, J = 4.9, 1.8, 0.8 Hz, 1H), 8.04 (ddd, J = 8.0, 1.2, 0.8 
10 Hz, 1H), 7.84 (ddd, J = 8.0, 7.6, 1.8 Hz, 1H), 7.38 (ddd, J = 7.6, 4.9, 1.2 Hz, 1H), 
7.23 (dd, J = 7.8, 7.8 Hz, 1 H), 7.10(m, 1H), 6.92 (m, 1H), 6.81 (m, 1H), 4.34 (t, J = 
7.0 Hz, 2H), 3.85 (s, 2H), 3.13 (s, 2H), 2.99 (t, J = 7.0 Hz, 2H), 2.42 (s, 3H) Q 

mM2 (7 8) 

15 2- (3- (2- (5 -^;l/-2 - (ft7x>-2-'f;l/) tWV*-^ 




20 TLC : Rf 0.52 D n#/WA ! ^ * y -/P = 5 ! 1 ) ; 

NMR (CDCI3) : £ 7.64 (dd, J = 3.6, 1.2 Hz, 1H), 7.39 (dd, J = 5.0, 1.2 Hz, 1H), 
7.20 (dd, J = 7.8, 7.8 Hz, 1H), 7.09 (dd, J = 5.0, 3.6 Hz, 1H), 7.00 (m, 1H), 6.88 (m, 
1H), 6.80 (m, 1H), 4.25 (t, J = 7.4 Hz, 2H), 3.85 (s, 2H), 3.16 (s, 2H), 2.95 (t, J = 
7.4 Hz, 2H), 2.36 (s, 3H) Q 
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mm®2 (79) 

2- (3- (2- (5-* J f-fr-2- (3--Fn-4-^f^7i-JV) * 

5 




TLC : Rf 0.40 (ftlfcxfOI/) ; 

NMR (CDCI3) : 5 8.52 (s, 1H), 8.07 (d, J = 8.0 Hz, 1H), 7.39 (d, J = 8.0 Hz, 1H), 
10 7.18 (m, 1H), 6.70 - 7.00 (m, 3H), 4.23 (t, J = 6.6 Hz, 2H), 3.78 (s, 2H), 3.11 (s, 2H), 
2.97 (t, J = 6.6 Hz, 2H), 2.61 (s, 3H), 2. 39 (s, 3H) 0 

(8 0) 

2- (3- (2- (5-^f-^-2- (4-'^W^7i-A') 




TLC : Rf 0.47 (tK : * 9 J I 9 o u = 1 : 10 : 10 0); 
20 NMR (CDC1 3 ) : S 7.84 (d, J = 9.0 Hz, 2H), 7.20 (dd, J = 8.0, 8.0 Hz, 1H), 7. 11 
(dd, J = 2.0, 1.0 Hz, 1H), 6.87 (dd, J = 8.0, 1.0Hz, 1H), 6.80 (dd, J = 8.0, 2.0 Hz, 
1H), 6.71 (d, J = 9.0 Hz, 2H), 4.29 (t, J = 8.0 Hz, 2H), 3.88 (s, 2H), 3. 19 (s, 2H), 
3.02 (s, 6H), 2.94 (t, J = 8.0 Hz, 2H), 2.35 (s, 3H)o 
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ga*ffl2 (8 1) 

2- (3- (2- (5-^f-^-2 -v^n^>f-;ut^+hy*-;i/-4 ->f;i/) 



TLC : Rf 0.44 n n*;l/A : ^ ^ y -;b= 9 : 1 ) ; 

NMR (CDC1 3 ) : S 7.20 (dd, J = 7.5, 7.5 Hz, 1H), 7.10 (br., 1H), 6.85 (d, J = 7.5 
10 Hz, 1H), 6.80 (dd, J = 7.5, 1.5 Hz, 1H), 4.20 (t, J =7.5 Hz, 2H), 3.85 (s, 2H), 3.20 
(s, 2H), 3.15 (m, 1H), 2.85 (t, J = 7.5 Hz, 2H), 2.25 (s, 3H), 2.20-1.60 (m, 8H) 0 

fcf-X (2- (3- (2- (5-^^;l/-2-v^n^>f-;i/^-^r-9-y-;P-4 

15 



TLC : Rf 0.29(^nn^;l/^ : ^ ^y-;i/= 1 0 : 1) ; 

NMR (DMSO-d 6 ) : <? 7. 18 (t, J = 8.0 Hz, 1H), 6.88-6.72 (m, 3H), 4.09 (t, J = 6.8 
20 Hz, 2H), 3.69 (s, 2H), 3. 19-3.00 (m, 1H), 2.96 (s, 2H), 2.84 (s, 2H), 2.78 (t, J = 6.8 
Hz, 2H), 2.21 (s, 3H), 2.06-1.48 (m, 8H) C 



5 
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MI2 (8 2) 

2- (3- (2- (5 -^f-^- 2 - (4-^f*7i-^) t*^/-^- 
4-^;l/) xh^ry) 7i-^) 



5 




TLC : Rf 0.46 nn^jl/A : > ^y-;i/ = 10:1); 

NMR (CDC1 3 ) : 8 7.85 (d, J = 8.4 Hz, 2H), 7.27-7. 14 (m, 3H), 6. 89-6.75 (m, 3H), 
4.20 (t, J = 6. 6 Hz, 2H), 3.59 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 2.38 (s, 3H), 2.35 (s, 
10 3H) 0 

mm (8 3) 

2- (3- (2- (5-^^-2- 
4--f;i/) i^y) 7x^il) 




TLC : Rf 0.54(?nn*;i/A : >*y-;W=l Oil); 

NMR (CDCI3) : <? 7.88 (d, J = 8.2 Hz, 2H), 7.29-7. 15 (m, 3H), 6. 89-6.75 (m, 3H), 
20 4.20 (t, J = 6.6 Hz, 2H), 3.60 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 2.68 (q, J = 7.6 Hz, 
2H), 2.35 (s, 3H), 1.25 (t, J = 7.6 Hz, 3H) D 

*iW2 (8 4) 
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2- (3- (2- (5-^^-2- (4 -7°n \£fryx. — fr) 



TLC : Rf 0.57 nn^jl/A : ^ ^y-;l/= 10! 1) ; 

NMR (CDC1 3 ) : S 7.87 (d, J = 8.2 Hz, 2H), 7.28-7. 15 (m, 3H), 6.88-6.76 (m, 3H), 
4.20 (t, J = 6.6 Hz, 2H), 3.59 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 2.61 (t, J = 7.5 Hz, 
2H), 2.35 (s, 3H), 1.65 (sixtet, J = 7.5 Hz, 2H), 0.94 (t, J = 7.5 Hz, 3H) D 

mm (as) 

2- (3 - (2- (5-^f-;w-2- (4-fvrn^7z-fl/) 



TLC : Rf 0.52 (?OD*M ; p< ?y -fl/ = 10:1); 

NMR (CDCI3) : S 7.88 (d, J = 8.2 Hz, 2H), 7.32-7. 15 (m, 3H), 6.88-6.76 (m, 3H), 
4. 19 (t, J = 6.6 Hz, 2H), 3.59 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 2.93 (sept, J = 7.2 Hz, 
20 1H), 1.25 (d, J = 7.2Hz,6H) 0 

2- (3- (2- (5-^f7l/-2- (4- (2 -^f-;i/7°ntf;l/) 7x-*) 




.OH 



5 



15 
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CH 3 



TLC : Rf 0.50(^ n u*;^ : * 9 J = 1 0 I 1) ; 
5 NMR (CDC1 3 ) : 8 7.87 (d, J = 8.2 Hz, 2H), 7.26-7. 15 (m, 3H), 6.89-6.76 (m, 3H), 
4.20 (t, J = 6.6 Hz, 2H), 3.59 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 2.50 (d, J = 7.0 Hz, 
2H), 2.35 (s, 3H), 1.88 (m, 1H ), 0.90 (d, J = 6.6 Hz, 6H) 0 

mm ($7) 

10 2- (3- (2- (5-^f-;l/-2- (4 - t -7"f;i/7x-Jl/) t^V- 




15 TLC : Rf 0.44 n U : * ? J -)U= 1 o : l ) ; 

NMR (CDCI3) : 8 7.89 (d, J = 8.2 Hz, 2H), 7.43 (d, J = 8.2 Hz, 2H), 7.20 (t, J = 
8.0Hz, 1H), 6.89-6.76 (m, 3H), 4.20 (t, J = 6.6 Hz, 2H), 3.60 (s, 2H), 2.96 (t, J = 
6.6 Hz, 2H), 2.35 (s, 3H), 1.33 (s, 9H) G 

20 mm L8-8J 

2- (3- (2- ( 5 - ^f^ - 2 - v'^ n 7*0 e^t ^t7-;v - 4 - 
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OH 



0 



TLC : Rf 0.39 ?nn*M=l : 10: 100); 

NMR (CDC1 3 ) : 8 7.18 (dd, J = 8.0, 8.0 Hz, 1H), 7.00 (d, J = 2.5 Hz, 1H), 6.86 (d, 
5 J = 8.0 Hz, 1H), 6.77 (dd, J = 8.0, 2.5 Hz, 1H), 4.19 (t, J = 7.5 Hz, 2H), 3.83 (s, 2H), 
3.15 (s, 2H), 2.84 (t, J = 7.5 Hz, 2H), 2.22 (s, 3H), 2.06 (m, 1H), 1.10-0.95 (m, 4H) D 

mm (8 9) 

2- (3- (2- (5 - (4- (1, 2, 3-f7y*7V-^- 
10 4-4)1/) 7i-;l/) -)V- 4-4 )V) ll>Jfy) 7x^J^f;i/f 



15 tlc : Rf 0.30 n n : ^ ? y -;v = 1 0 : 1 ) ; 

NMR (CD3OD) : 8 9.35 (d, J = 0.8 Hz, 1H), 8.24 (d, J = 8.2 Hz, 2H), 8. 1 1 (d, J = 
8.2 Hz, 2H), 7.20 (t, J = 7.6 Hz, 1H), 6.95-6.78 (m, 3H), 4.27 (t, J = 6.2 Hz, 2H), 
3.78 (s, 2H), 3.06 (s, 2H), 3.00 (t, J = 6.2 Hz , 2H), 2.41 (s, 3H) 0 

20 mmi (90) 

2- (3- (2- (5->f"^-2- (4- 2, 3-^7 

y7V*-;i/- 5 -4P) 7^-;l/) t^^-V-fr- 4 -4)1/) xf^y) 7x 




OH 



189 



WO 99/46232 



PCT/JP99/01134 




0 



,OH 



TLC : Rf 0.34(^nn*;l/£ : ^ = io:i); 

5 NMR (CDC1 3 ) : 8 7.22 (t, J = 8.0 Hz, 1H), 6.95-6.74 (m, 3H), 4.24 (t, J = 6.2 Hz, 
2H), 3.81 (s, 2H), 3.11 (s, 2H), 3.02 (s, 3H), 2.99 (t, J - 6.2 Hz, 2H), 2.42 (s, 3H) Q 

mwm 2(91) 

2- (3- (2- (5 -ptf-ji'- 2 - (4-n+->7i-)v) ***yv-)\< 

10 X^y) 7x-;l/) 



TLC : Rf 0.67 nn*;i/£ : ^ ^ y-;i/= 1 o : 1 ) ; 

15 NMR (CDCI3) : S 7.90 (d, J = 9.0 Hz, 2H), 7.20 (t, J = 8.0 Hz, 1H), 6.93 (d, J = 
9.0 Hz, 2H), 6.89-6.76 (m, 3H), 4. 19 (t, J = 6.6 Hz, 2H), 3.84 (s, 3H), 3.59 (s, 2H), 
2.95 (t, J = 6.6 Hz, 2H), 2.34 ( s, 3H) 0 

wmi (9 2) 

20 2 - (3 - (2 - (5 -^f-^-2- (3, 4-^h^7i^) 




.OH 
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.0. 



.OH 



O 



CH 3 



TLC : Rf 0.54(?no*;UA : * 9 J -/U= 1 0 : 1 ) ; 

NMR (CDC1 3 + CD3OD) : 8 7.56 (dd, J = 8.2, 2.0 Hz, 1H), 7.51 (d, J = 2.0 Hz, 
5 1H), 7.22 (t, J = 8.0 Hz, 1H), 6.93 (d, J = 8.2 Hz, 1H), 6.90-6.77 (m, 3H), 4.22 (t, J 
= 6.6 Hz, 2H), 3.97 (s, 3H), 3.93 (s, 3H), 3.57 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 2.38 
(s, 3H) 0 

mm 2 (93) 

10 2- (3- (2- (5 -^f-^-2 - (1, 3-V**V-4yy>-5->{A>) 



15 TLC : Rf 0.53 n n A : * 9 J ~)V= 1 0 ! 1 ) ; 

NMR (CDCI3) : S 7.51 (dd, J = 8.2, 1.8 Hz, 1H), 7.43 (d, J = 1.8 Hz, 1H), 7.21 (t, 
J = 7.6 Hz, 1H), 6.89-6.76 (m, 4H), 6.00 ( s, 2H), 4. 19 (t, J = 6.6 Hz, 2H), 3.60 (s, 
2H), 2.94 (t, J = 6.6 Hz, 2H), 2.34 (s, 3H) D 

20 2(94) 

2- (3- (2- (5 -^f-^-2 - (3, 4, 5-h'J> >*'>7x-^) 
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H3C-O 



OH 



O 



CH 3 



tlc : Rf 0.47 (^nn*H : * ?j-)v= 1 o : l) ; 

5 NMR (CDCI3) : <J 7.21 (t, J = 8.0 Hz, 1H), 7.20 (s, 2H), 6.89-6.76 (m, 3H), 4.21 (t, 
J = 6.6 Hz, 2H), 3.91 (s, 6H), 3.88 (s, 3H), 3.60 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 
2.38 (s, 3H) 0 

1112 (9 5) 

10 2- (3- (2- (5-^^-2- (4-hV7Wn^h^->7i^) 



15 TLC : Rf 0.57 tf n : y ? / -;i/= 1 o : l ) ; 

NMR (CDCI3) : 8 8.00 (d, J = 8.8 Hz, 2H), 7.30-7. 16 (m, 3H), 6.89-6.76 (m, 3H), 
4.21 (t, J = 6.6 Hz, 2H), 3.60 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 2.37 (s, 3H) 0 

mmm 2 (96) 

20 2 - (3 - (2 - (5 -y f"^- 2 - (2, 2-V7WO-1, 3-v** 




192 



WO 99/46232 



PCT/JP99/01134 




F 



tlc : Rf 0.53 (^nn*w : ^ ?/-;i/= io: l) ; 

5 NMR (CDC1 3 ) : S 7.74 (dd, J = 8.4, 1.5 Hz, 1H), 7.68 (d, J = 1.5 Hz, 1H), 7.22 
(dd, J = 9.4, 7.4 Hz, 1H), 7.09 (d, J = 8.4 Hz, 1H), 6.89-6.76 (m, 3H), 4.21 (t, J = 
6.6 Hz, 2H), 3.60 (s, 2H), 2.95 (t, J = 6.6 Hz. 2H), 2.36 (s, 3H) 0 

mm 07) 

10 2- (3- (2- (5-^^-2- (4-F'J7Woyf;i/ft7x-;i/) 




15 TLC : Rf 0.47 (? n O frfr A : p< ? y -;u = 1 0 : 1 ) ; 

NMR (DMSO-d 6 ) : $ 8.02 (d, J = 8. 1Hz, 2H), 7.81 (d, J = 8. 1Hz, 2H), 7.20 (t, J = 
7.8Hz, 1H), 6.86-6.80 (m, 3H), 4.20 (t, J = 6.6Hz, 2H), 3.74 (s, 2H), 3.09 (s, 2H), 
2.94 (t, J = 6.6Hz, 2H), 2.37 (s, 3H) 0 

20 (9 8) 

2- (3- (2- (5-^^-2- (4-vT77x-;V) - 



193 



WO 99/46232 



PCT/JP99/01134 




.0. 



,0H 



NC 



0 



TLC : Rf 0.24 ! »f^= 1 I 1); 

5 NMR (CDC1 3 ) : d 8.08 (d, J = 8.0 Hz, 2H), 7.72 (d, J = 8.0 Hz, 2H), 7.22 (m, 1H), 
6.76-6.98 (m, 3H), 4.26 (t, J = 6.6 Hz, 2H), 3.83 (s, 2H), 3.13 (s, 2H), 2.99 (t, J = 
6.6 Hz, 2H), 2.42 (s, 3H) 0 

2 (9 9) 

10 2- (3- (2- (5 -^f-^- 2 - (7 7>-2-^V) **^/-;l/-4 



15 TLC : Rf 0.24 (^*^ > : gfc$x^;U = 1 : 1 ) ; 

NMR (CDCI3) : d 7.52 (m, 1H), 7.20 (m, 1H), 6.74-7.03 (m, 4H), 6.51 (dd, J = 
3.4, 1.6 Hz, 1H), 4.25 (t, J = 6.8 Hz, 2H), 3.82 (s, 2H), 3.13 (s, 2H), 2.97 (t, J = 6.8 
Hz, 2H), 2.37 (s, 3H) 0 

20 mmm2 (10 0) 

2- (3- (5-^f^-2-7xx;^^rt/-^-4-^^) ^h^v) 




.OH 
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TLC : Rf 0.31 (?OD*M : *y-jU=8 : 1) ; 

NMR (CDC1 3 ) : S 8.00 (m, 2H), 7.42 (m, 3H), 7.24 (m, 1H), 6.85-6.98 (m, 3H), 
4.98 (s, 2H), 3.61 (s, 2H), 2.42 (s, 3H) 0 

% m n 2 a op 

2- (3- (2- (5-^f^-2-7x-W7V*-^-4-^l/) J-h* 




TLC : Rf 0.43(^nn^;i/A ; > ^y-;i/=9 ; i) ; 

NMR () : 8 7.89-7.81 (m, 2H), 7.46-7.34 (m, 3H), 7.26-7.16 (m, 1H), 6.87-6.78 
(m, 3H), 4.30 (t, J = 6.8 Hz, 2H), 3.59 (s, 2H), 3.18 (t, J = 6.8 Hz, 2H), 2.45 (s, 3H) Q 

mm 2 (10 2) 

2- (3- (3- (5-^f-^-2-7i-^*^V*-;P-4--fJV) 7°n 
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TLC : Rf o.50(^nn*;i/A : * % : 1) ; 

NMR(CDC1 3 ) : S 7.97 (m, 2H), 7.41 (m, 3H), 7.22 (m, 1H), 6.74-6.92 (m, 3H), 
5 3.94 (t, J = 6.0 Hz, 2H), 3.61 (s, 2H), 2.68 (t, J = 7.0 Hz, 2H), 2.27 (s, 3H), 2. 1 1 (m, 
2H) 0 

mm (io3) 

2- (3- (2- (2-7x-^tH^-4-^^) x^y) 7x- 
10 ;u) 




TLC : Rf 0.39(?nn*;l/A : * % ; l) ; 

15 NMR (CDC1 3 ) : 5 8.01 (m, 2H), 7.55 (s, 1H), 7.43 (m, 3H), 7.23 (m, 1H), 6.85 (m, 
3H), 4.25 (t, J = 6.4 Hz, 2H), 3.60 (s, 2H), 3.07 (t, J = 6.4 Hz, 2H) D 

2- (3- (2- (5-^^-2- (4-y^n^y^7x^) 
20 y-;u-4--f;v) XKV) 7i-*) 



196 



WO 99/46232 



PCT/JP99/01134 




TLC : Rf 0.62(^nn*;i/A : ^^y-;l/-5 : 1) ; 

NMR (CDC1 3 ) : S 7.88 (d, J = 8.2 Hz, 2H), 7.25 (d, J = 8.2 Hz, 2H), 7.21 (m, 1H), 
5 6.78-6.87 (m, 3H), 4.20 (t, J = 6.6 Hz, 2H), 3.60 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 
2.52 (m, 1H), 2.35 (s, 3H), 1 .70-1.95 (m, 4H), 1.20-1.53 (m, 6H) Q 

%Mtt 2 (10 5) 

2- (3- (2- (5-^;V-2- (3-^no-4-^f^7x^) * 
10 W/-/U-4->f>U) if^rv) 7x-;V) 




CI 



TLC : Rf 0.67 nn*w : > * /-;!/= 5 : 1) ; 
15 NMR (CDC1 3 ) : 5 7.95 (d, J = 1.7 Hz, 1H), 7.75 (dd, J = 8.0, 1.7 Hz, 1H), 7.27 (d, 
J = 8.0 Hz, 1H), 7.21 (m, 1H), 6.78-6.88 (m, 3H), 4.21 (t, J = 6.6 Hz, 2H), 3.60 (s, 
2H), 2.96 (t, J = 6.6 Hz, 2H ), 2.40 (s, 3H), 2.36 (s, 3H) 0 

mm 2 doe) 

20 2 - (3 - (2 - ( 5 -^^-2- (4-y>W^7x-jl/) **<q- 

y*_;l / -4_^;l / ) x^y) 71^) 
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TLC : Rf 0.55(^nn*;l/A : ^^y-;l/=5 : 1); 

NMR (CDCI3) : $ 7.83 (d, J = 9.0 Hz, 2H), 7.09 (dd, J = 8.0, 8.0 Hz, 1H), 6.76- 
5 6.87 (m, 3H), 6.70 (d, J = 9.0 Hz, 2H), 4. 18 (t, J = 6.8 Hz, 2H), 3.60 (s, 2H), 3.01 (s, 
6H), 2.94 (t, J = 6.8 Hz, 2H ), 2.32 (s, 3H) Q 

mtfmi (10 7) 

2- (3- (2- (5-^f-^-2-7i-^*^'9-V-^-4->f^') 

10 *v) 7x^^) 




tlc : Rf o.44(^nn*;i/A : ^ ^y-;u=8 : 1) ; 

15 NMR (CDCI3) : S 7.97 (m, 2H), 7.41 (m, 3H), 7.20 (m, 1H), 6.82 (m, 3H), 4.20 (t, 
J = 6.6 Hz, 2H), 3.59 (s, 2H), 2.98 (t, J = 6.6 Hz, 2H), 2.73 (q, J = 7.6 Hz, 2H), 1.29 
(t, J = 7.6 Hz, 3H) 0 

mmm 2 ( 1 0 a ) 

20 2 - (3 - (2 - (5 -^^-2- (4-7*f^7xx;v) ^^^-y*_ ;l/ _ 
4->f;W) x^y) 7i^) 
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H 3 C 

TLC : Rf 0.54(^nn^;i/A : >< ^y-;i/=8 : 1) ; 

NMR (CDa 3 ) : S 7.87 (d, J = 8.2 Hz, 2H), 7.22 (d, J = 8.2 Hz, 2H), 7.14-7.28 (m, 
5 1H), 6.82 (m, 3H), 4.19 (t, J = 6.6 Hz, 2H), 3.59 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 
2.63 (t, J = 7.6 Hz, 2H), 2.34 (s, 3H), 1.61 (m, 2H), 1.35 (m, 2H), 0.92 (t, J = 7.2 Hz, 
3H) 0 

mmm dog) 

10 2- (3- (2- (5-^f-;l"-2 - (4-^D7x^l/) 
4--f;l/) xh^v) 7i->U) fflk 




15 TLC : Rf 0.57 n D A : y ? y -;i/= 8 : 1 ) ; 

NMR (CDQ 3 ) : 5 7.90 (d, J = 8.8 Hz, 2H), 7.38 (d, J = 8.8 Hz, 2H), 7.16-7.28 (m, 
1H), 6.83 (m, 3H), 4.20 (t, J = 6.6 Hz, 2H), 3.59 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 
2.36 (s, 3H) 0 

20 mum 2 dip) 

2- (3- (2- (5-*T)V-2- (f*7x'/-2-^) 
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.0. 



.OH 



tlc : Rf o.70(^nn*;i/A : p< ^y-;i/=5 : l) ; 

NMR (CDC1 3 ) : $ 7.59 (dd, J = 3.6, 1.2 Hz, 1H), 7.36 (dd, J = 4.8, 1.2 Hz, 1H), 
5 7.21 (m, 1H), 7.07 (dd, J = 4.8, 3.6 Hz, 1H), 6.77-6.87 (m, 3H), 4.20 (t, J =6.6 Hz, 
2H), 3.60 (s, 2H), 2.95 (t, J = 6.6 Hz, 2H), 2. 34 (s, 3H) C 

mm (1 1 1) 

2- (3- (2- (5-^f-^-2- (7?>-2-^l/) t + 
10 Xh^y) 7i-)l/) 



TLC : Rf 0.69(^nn*;UA : p{ ^y-;l/=5 : 1) ; 
15 NMR (CDCI3) : d 7.51 (m, 1H), 7.21 (m, 1H), 6.93 (d, J = 3.5 Hz, 1H), 6.78-6.87 
(m, 3H), 6.50 (dd, J = 3.5, 1.9 Hz, 1H), 4.22 (t, J = 6.6 Hz, 2H), 3.59 (s, 2H), 2.95 (t, 
J = 6.6 Hz, 2H), 2.35 (s, 3H) Q 

%mm (1 1 2) 

20 2 - (3 - (2 - (5-**fr-2- (tfVvy-2 **W-)U- 

a-4p) i^y) 7x-^) mm 
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TLC : Rf 0.67 DD*JI/A : * 9 J 5 : 1) ; 

NMR (CDC1 3 ) : 8 8.71 (d, J = 4.8 Hz, 1H), 8.05 (d, J = 7.8 Hz, 1H), 7.79 (ddd, J 
5 =7.8, 7.8, 1.8 Hz, 1H), 7.32 (ddd, J = 7.8, 4.8, 1.8 Hz, 1H), 7.21 (dd, J = 7.8, 7.8 
Hz, 1H), 6.78-6.87 (m, 3H), 4 .26 (t, J = 6.8 Hz, 2H), 3.61 (s, 2H), 2.99 (t, J = 6.8 
Hz, 2H), 2.41 (s, 3H) 0 

mm 2 (113) 

10 2- (3- (2- (5 -*f-;i/-2- (2-^f^7i-Jl/) 3-^.9- yv- ;l/ _ 
4--OU) 7x-)l/) gf=$ 




CH 3 



15 TLC : Rf 0.68 tt n A : * 9 J —JU= 5 I 1 ) ; 

NMR (CDCI3) : (J 7.90 (m, 1H), 7.18-7.30 (m, 4H), 6.80-6.87 (m, 3H), 4.24 (t, J = 
6.7 Hz, 2H), 3.60 (s, 2H), 2.98 (t, J = 6.7 Hz, 2H), 2.64 (s, 3H), 2.37 (s, 3H) Q 

2 (114) 

20 2 - (3 - (2 - (5 -^^-2 - (3->Wx-^) t^V-JV- 
4-4)1) 7x^^) g£$? 
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.0. 



,0H 



tlc : Rf o.7i (^nn*;i/A : ^ ^y-;u=5 : i) ; 

NMR (CDC1 3 ) : S 7.74-7.81 (m, 2H), 7.17-7.35 (m, 3H), 6.78-6.87 (m, 3H), 4.21 
5 (t, J = 6.6 Hz, 2H), 3.60 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 2.39 (s, 3H), 2.36 (s, 3H) C 

mm 2 (115) 

2- (3- (2- (5-^^-2- (4-f'J7A'*n>fA'7x-^) * 



TLC : Rf 0.54(?nn*fl/A : **y->U=8 : 1); 

NMR (CDCI3) : <5 8.08 (d, J = 8.0 Hz, 2H), 7.67 (d, J = 8.0 Hz, 2H), 7.17-7.24 (m, 
15 1H), 6.83 (m, 3H), 4.23 (t, J = 6.6 Hz, 2H), 3.60 (s, 2H), 2.98 (t, J = 6.6 Hz, 2H), 
2.39 (s, 3H) 0 

mmm2 a 1 6) 

2- (3- (2- (5-^^-2- (4-7;^n7x-;v) *^v*-;i/ 
20 -4--f;v) xKv) 7jc-;p) 



10 
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,0. 



-OH 



TLC : Rf 0.59(^nn^;l/A : ^ ^y-;l/=8 : 1) ; 

NMR (CDC1 3 ) : S 7.95 (m, 2H), 7.03-7.26 (m, 3H), 6.83 (m, 3H), 4.20 (t, J = 6.6 
5 Hz, 2H), 3.59 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 2.35 (s, 3H) Q 

mm (1 1 7) 

2- (3- (2- (5-^^-2- (4-vT7 7x-;b) tWV-^- 
4-^;l/) X^y) 7x-^) 



TLC : Rf 0.52 nn*M : ^ ? J 9 : 1) ; 

NMR (CDCI3) : 5 8.06 (d, J = 8.6 Hz, 2H), 7.70 (d, J = 8.6 Hz, 2H), 7.22 (m, 1H), 
15 6.78-6.87 (m, 3H), 4.23 (t, J = 6.4 Hz, 2H), 3.60 (s, 2H), 2.98 (t, J = 6.4 Hz, 2H), 
2.40 (s, 3H) 

mm a 1 s) 

2- (3- (2- (5-^^-2- (4->f-/l/- 1, 2, 3-f7vT7 
20 5 -AM **W-P-4-J fr) x^y) 7xx^) ftgg 



10 




.OH 



NC 
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OH 



tlc : Rf o.54(^nn*ji/A : *?;-)i>=Q : i) ; 

NMR (CDCI3) : 8 7.23 (m, 1H), 6.78-6.88 (m, 3H), 4.23 (t, J = 6.5 Hz, 2H), 3.60 
5 (s, 2H), 3.02 (s, 3H), 2.98 (t, J = 6.5 Hz, 2H), 2.40 (s, 3H) 0 

mm 2 (119) 

2- (3- (2- (5-^^-2- (2, 3, 5, 6-fh77^tn-4 



TLC : Rf 0.34(7 nn#;i/A : -x?y-;w= 8 : l); 

NMR (CDCI3) : d 7.22 (m, 1H), 6.76-6.90 (m, 3H), 4.23 (t, J = 6.4 Hz, 2H), 3.60 
15 (s, 2H), 3.01 (t, J = 6.4 Hz, 2H), 2.40 (s, 3H), 2.33 (s, 3H) D 

(12 0) 

2- (3- (2- (5->f-^-2- (3--hD-4-^f;i/7x^Jl/) * 



10 




F 



F 



20 
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TLC : Rf 0.31 (?DD*^A * 8 I 1) ; 

NMR (CDC1 3 ) : 8 8.54 (d, J = 1.6 Hz, 1H), 8.08 (dd, J = 8.0, 1.6 Hz, 1H), 7.39 (d, 
5 J = 8.0 Hz, 1H), 7.17 (m, 1H), 6.66-6.90 (m, 3H), 4.21 (t, J = 6.4 Hz, 2H), 3.59 (s, 
2H), 2.97 (t, J = 6.4 Hz, 2H), 2.63 (s, 3H), 2.39 (s, 3H) 0 

mm 2 (12 1) 

2- (3- (2- (5-^f-;W-2 -v?n/\*v;U:*^y*-;i'-4 

10 xh^y) 7x-ji/) mm 




TLC : Rf 0.44 nn*w : ^ * y -;l/= 9 : 1) ; 
15 NMR (CDCI3) : 8 7. 19 (dd, J = 8.0, 8.0 Hz, 1H), 6.74-6.87 (m, 3H), 4. 10 (t, J = 
6.6 Hz, 2H), 3.59 (s, 2H), 2.85 (t, J = 6.6 Hz, 2H), 2.71 (m, 1H), 2.23 (s, 3H), 1.96- 
2.04 (m, 2H), 1.19-1.86 (m, 8H ) 0 

mnn 2 (122) 

20 2- (3- (2- (5 2 -^^u^y^-)Vt^V-)V- a 
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tlc : Rf o.46(^nn*;i/A : ^ ^y-;w=9 : l) ; 

NMR (CDCI3) : .5 7. 19 (dd, J = 7.9, 7.9 Hz, 1H), 6.74-6.87 (m, 3H), 4. 11 (t, J = 
5 6.6Hz, 2H), 3.59 (s, 2H), 3.14 (m, 1H), 2.86 (t, J = 6.6 Hz, 2H), 2.24 (s, 3H), 1.56- 
2.12 (m, 8H) 0 

mm 2 (123) 

2- (3- (2- (5 ->^;u-2- (4-^>f^7x^^) t^r+hV*-;!/ 
10 -4-^;l/) ^h*v) 7i-)l/) « 




TLC : Rf 0.44(^nn*;l/i. : ^ ^y-;l/=8 : 1) ; 
15 NMR (CDCI3) : S 7.87 (d, J = 8.4 Hz, 2H), 7.22 (d, J = 8.4 Hz, 2H), 7.20 (m, 1H), 
6.75-6.90 (m, 3H), 4.19 (t, J = 6.6 Hz, 2H), 3.59 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 
2.62 (t, J = 7.6 Hz, 2H), 2.35 (s, 3H), 1.62 (m, 2H), 1.23-1.44 (m, 4H), 0.89 (t, J = 
6.8 Hz, 3H) 0 

20 mm.m 2 (124) 

2- (3- (2- (5->^^-2- (try vv-4-4%>) 

4-411,) l^y) 7x^iMfJl/ft) 
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TLC : Rf 0.36(^nn*;UA : ^ ^y-;b=4 : 1) ; 

NMR (DMSO-d 6 ) : 8 8.75 (d, J = 6 Hz, 2H), 7.80 (d, J = 6 Hz, 2H), 7.20 (dd, J = 
5 8, 8 Hz, 1H), 6.95-6.80 (m, 3H), 4.20 (t, J = 7 Hz, 2H), 3.75 (s, 2H), 3.05 (s, 2H), 
2.95 (t, J = 7 Hz, 2H), 2.40 (s, 3H) 0 

mm 2 (12 5) 

2- (3- (2- (5 -*T)V-2- (tf'J i/y-3 t^^V-)V- 
10 4->f^) iKv) yx.-fr) 




TLC : Rf 0.39 nn^;l/A : p< ^ y 9 : 1 ) ; 
15 NMR (DMSO-d 6 ) : 8 12.28 (brs, 1H), 9.07 (d, J = 1.5 Hz, 1H), 8.65 (d, J = 4.8 Hz, 
1H), 8.24 (d, J = 8.4 Hz, 1H), 7.52 (dd, J = 8.4 Hz, 4.8 Hz, 1H), 7.21-7.16 (m, 1H), 
6.82-6.79 (m, 3H), 4.18 (t, J = 6.6 Hz, 2H), 3.50 (s, 2H), 2.93 (t, J = 6.6 Hz, 2H), 
2.37 (s, 3H) 0 

20 %MM2 (12 6) 

2- (3- (2- (5-^f-;i/-2- (tfv yy-A-4)v) t^v-n- 

4-J)V) xFty) 7jl=.)V) mk 
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TLC : Rf 0.34(*nn*;UA : * 9J-fr=$ \ 1) ; 

NMR (DMSO-d 6 ) : S 12.29 (brs, 1H), 8.69 (d, J = 6.0 Hz, 2H), 7.80 (d, J = 6.0 Hz, 
5 2H), 7.21-7.16 (m, 1H), 6.82-6.78 (m, 3H), 4.19 (t, J = 6.6 Hz, 2H), 3.50 (s, 2H), 
2.95 (t, J = 6.6 Hz, 2H), 2.38 (s, 3H) 0 

mm (12 7) 

2- (3- (2- (5-^^-2- (4-^f;m>7v> - l ->f;u) f- 
10 77-;i/-4-^l/) x^y) 7x^) 




TLC : Rf 0.40(*nn#/l/A : * *y-;i/=3 : l) ; 
15 NMR (CDC1 3 ) : <? 7.00-7.20 (m, 2H), 6.70-6.85 (m, 3H), 4. 19 (t, J = 6.6 Hz, 2H), 
3.46-3.55 (m, 4H), 2.91 (t, J = 6.6 Hz, 2H), 2.75-2.83 (m, 4H), 2.47 (s, 3H), 2.24 (s, 
3H) 0 

mmm g 2 8) 

20 2 - (3 - (2 - (5 2 -7x-HHy-^- 4 
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tlc : Rf o.3i (* : * 9 j -fr : ^nn*H=i : io : ioo); 

NMR (CDC1 3 ) : 5 7.98 (m, 2H), 7.50-7.40 (m. 3H), 7.24 (dd, J = 8.0, 8.0 Hz, 1H), 
5 7.00 (m, 1H), 6.95-6.80 (m, 2H), 4.62 (s, 2H), 4.26 (t, J = 7.0 Hz, 2H), 4. 11 (s, 2H), 
2.99 (t, J = 7.0 Hz, 2H), 2.39 (s, 3H) Q 

mmm (129) 

2- (3- (2- (5-^^-2- (Wyy-S-sfA') 

10 A-4)\<) xh^y) 7x^)MfJl/ft) %m 




TLC : Rf 0.41 (^nn^;UA : p{ ^y-;V=4 : 1) ; 
15 NMR (DMSO-d 6 ) : <? 9.05 (s, 1H), 8.65 (d, J = 4 Hz, 1H), 8.25 (d, J = 7 Hz, 1H), 
7.55 (m, 1H), 7.20 (dd, J = 7, 7 Hz, 1H), 6.95-6.80 (m, 3H), 4.20 (t, J = 6 Hz, 2H), 
3.80 (s, 2H), 3.10 (s, 2H), 2.95 (t, J = 6 Hz, 2H), 2.40 (s, 3H) C 

£ ttffl2 (13 0) 
20 2 - (3 - (2- (5 -^f"^-2- (4-^Wt7x^k) 
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.OH 



TLC:0.44(^nn*;l/A : * ?y-;i,= 8 II); 

NMR (CDCI3) : S 7.87 (d, J - 8.6 Hz, 2H), 7.26 (d, J = 8.6 Hz, 2H), 7.21 (m, 1H), 
5 6.75-6.89 (m, 3H), 4.20 (U = 6.6 Hz, 2H), 3.59 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 
2.51 (s, 3H), 2.35 (s, 3H) 0 

mm (13 1) 

2- (3- (2- (5-^f^-2-y^nyoK>tJrtv-^-4-^^) 

10 xf^y) 7i^i mm 



TLC : Rf 0.43 (^nn^A : ^ ?y-;w = 9 : 1) ; 
15 NMR CDCI3) : 5 7.25-7. 10 (m, 1H), 6.86-6.74 (m, 3H), 4. 10 (t, J = 6.6 Hz, 2H), 
3.58 (s,-2H), 2.82 (t, J = 6.6 Hz, 2H), 2.20 (s, 3H), 2.04-1.98 (m, 1H), 1.01-0.94 (m, 
4H) 0 

mm 2 (13 2) 

20 2- (3- (2- (5-^f-;i/-2- (4--hn7i-;v) 
4--f;u) 7x-;i/) gfc$ 
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TLC : Rf 0.53 no*M : * ? J-)l=9 : 1) ; 

NMR (CDC1 3 ) : 5 8.30 (d, J = 9.0 Hz, 2H), 8. 14 (d, J = 9.0 Hz, 2H), 7.22 (dd, J = 
5 8.0, 8.0 Hz, 1H), 6.77-6.90 (m, 3H), 4.25 (t, J = 6.6 Hz, 2H), 3.57 (s, 2H), 3.00 (t, J 
= 6.6 Hz, 2H), 2.43 (s, 3H) 0 

mm 2 (133) 

2- (3- (2- (5-^f-;i/-2- (*yj>-2-^) ***yv*-)V- 
10 4--f;u) xRy) 7i^) 




TLC : Rf 0.51 (?nn*H : ^ ^y--;U=9 : 1) ; 
15 NMR(CDC1 3 ) : 5 8.16-8.28 (m, 3H), 7.83 (m, 1H), 7.75 (m, 1H), 7.57 (m, 1H), 
7.22 (dd, J = 8.2, 8.2 Hz, 1H), 6.78-6.87 (m, 3H), 4.29 (t, J = 6.6 Hz, 2H), 3.61 (s, 
2H), 3.04 (t, J = 6.6 Hz, 2H), 2.46 (s, 3H) 0 

mmm 2 (134) 

20 2 - (3 - (2 - (5 -^;i/-2- (3-PJ7JI/tn>^y7x-Jl/) 
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F 3 CO N 




OH 



tlc : Rf o.37(^nn^;i/A : ^ ^y-;w=9 : 1) ; 

NMR (CDCI3) : S 7.91 (dt, J = 7.8, 1.2 Hz, 1H), 7.85-7.80 (m, 1H), 7.45 (t, J = 
5 7.8 Hz, 1H), 7.28-7. 17 (m, 2H), 6.89-6.78 (m, 3H), 4.22 (t, J = 6.6 Hz, 2H), 3.60 (s, 
2H), 2.97 (t, J = 6.6 Hz, 2H), 2.38 (s, 3H) 0 

mmm 2 (135) 

2- (3- (2- (5-^;l/-2- (2-b'J7^tn^h+y7x^;i/) 
10 xf^y) 7x-^) 



TLC : Rf 0.42 nn*W ; * $ j -fl/= 9 : l ) ; 
15 NMR (CDC1 3 ) : 5 8.06 (dd, J = 7.8, 2.0 Hz, 1H), 7.49-7.31 (m, 3H), 7.27-7.17 (m, 
1H), 6.88-6.78 (m, 3H), 4.23 (t, J = 6.8 Hz, 2H), 3.60 (s, 2H), 2.98 (t, J = 6.8 Hz, 
2H), 2.38 (s, 3H) 0 

mm 2 (13 6) 

20 2 - (3 - (2 - (4 -**fr-2 -7x-)^H > /-Jl'- 5 ->f fr) 




pCF 3 
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tlc : Rf o.44(^nn*;i/A : ^y-;w= 9 : l) ; 

NMR (CDC1 3 ) : S 8.00-7.93 (m, 2H), 7.46-7.37 (m, 3H), 7.28-7.18 (m, 1H), 6.90- 
5 6.78 (m, 3H), 4.22 (t, J = 6.8 Hz, 2H), 3.61 (s, 2H), 3.14 (t, J = 6.8 Hz, 2H), 2.20 (s, 
3H) 0 

2 (13 7) 

2- (3- (2- (5 2- (1, 3-ytn^>/>-5-^^) 




tlc : Rf 0.20 (^on*w : * 9 7 -;u : zR= 100: 10: 1 ) ; 

15 NMR (CD 3 OD) : «J 7.49 (dd, J = 8.4, 1.8 Hz, 1H), 7.38 (d, J = 1.8 Hz, 1H), 7.22 (t, 
J = 7.8 Hz, 1H), 6.97-6.79 (m, 4H), 6.01 (s, 2H), 4.54 (s, 2H), 4.26 (t, J = 6.4 Hz, 
2H), 4.06 (s, 2H), 2.93 (t, J = 6.4 Hz, 2H), 2.33 (s, 3H) Q 

mm 

20 2 - (3 - (2 - (5 -^f^-2-7x-^t^rtV J -;i'-4-^;l/) 
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2- (5 -* f->U- 2 -7i-Jl/^-^^V-;i/- 4 -4 )V) xWnv^ 
K ( 1 3 6mg) &£Zf3-J ;^^F7x-« ■ ^f^^T^ (7 8 
5 mg) mh-h'J^ (5ml) fcS#U (1 8 Omg) £ 

JD£, £fi-Cll$l!l«#Lfco ^fi£*«***fciJQ*., i-fK*L 

^77^- nn*jl/A : g£$x.iP;l/ = 2 0 0: 1 -50: 1 ) -ttHMBU 
10 TIBi»ttfi*^r-ra*flW^^» (9 2mg) ifttio 
TLC : Rf 0.33(ftRj-f->H ^-9->=l : 3); 

NMR (CDC1 3 ) : 5 7.96 (m, 2H), 7.50-7.35 (m. 3H), 7.30-7.15 (m, 3H), 7.06 (m, 
1H), 3.69 (s, 3H), 3.57 (s, 2H), 3.28 (t, J = 7.0 Hz, 2H), 2.82 (t, J = 7.0 Hz, 2H), 
2.27 (s, 3H) 0 

15 

mm 

2- (3- (2- (5->^-2-7^-^**^V-;l/-4-^;lO 




3- (2- (5-^f*-2-7x-WW-Jl/-4->f /I/) xh^i/) 
>v;l/^*-;W (I.15g) <7)x.^y-;u (3 5ml) »2-yn^-2- 
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^fA'^n/Of •if^i^fA' (0.64ml) & X If-j- Y U ? A > V- h 
( 2 9 0 m g ) * 0 °C -e#0 x. > 3 Blffl L „ RiEii^ft* £ "C<$±p 

^dc-et*^- l , iiifv ^ * v * a -csas m l fc 0 £l« * v y # 
5 ^*7A?nv^-77^ (AH>:Stif^=5 : i) TflNKU 
TEfettffi^^1-^.*^^tl (1.69 g) fcflfco 
TLC : Rf 0.46 : ffef&x.?-fr= 4 : 1); 

NMR (CDC1 3 ) : <5 8.01-7.94 (m, 2H), 7.46-7.37 (m, 3H), 7. 18 (t, J= 8.0 Hz, 1H), 
6.89-6.72 (m, 3H), 4.23 (t, J = 6.8 Hz, 2H), 4.12 (q, J = 7.0 Hz, 2H), 3.79 (s, 2H), 
10 2.97 (t, J = 6.8 Hz, 2H), 2.38 (s, 3H), 1.53 (s, 6H), 1.26 (t, J = 7.0 Hz, 3H) 0 

mm 5 

2- (3- (2- (5-^f^-2-7x-WW-^-4-'f^ if 



tlc : Rf 0.50 ^dd*w= i : 10: 1 o o ) ; 

NMR (CDCI3) : 8 7.94 (m, 2H), 7.45-7.35 (m. 3H), 7.30-7.15 (m, 3H), 7.07 (m, 
25 1H), 3.58 (s, 2H), 3.25 (t, J = 7.0 Hz, 2H), 2.81 (t, J = 7.0 Hz, 2H), 2.25 (s, 3H) 0 



20 
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mm 5 (i) 

2- (3- (2- (5-^^-2 - 7x-W - 'f ^) 

5 




TLC : Rf 0.53 (^^r"9-> : @^^f-^= 1 : 3) ; 

NMR (CDC1 3 ) : 5 8.00-7.94 (m, 2H), 7.46-7.41 (m, 3H), 7. 15 (t, J = 7.8 Hz, 1H), 
10 7.08 (m, 1H), 6.84-6.74 (m, 2H), 4.29 (t, J = 7.2 Hz, 2H), 3.88 (s, 2H), 2.99 (t, J = 
7.2 Hz, 1H), 2.38 (s, 3H), 1.58 (s, 6H) 0 

2- (3- (2- (5-^f^-2-7x-^tW-;P-4-^l/) 

15 




TLC:Rf 0.53 \ SKif^= 1 ! 3) ; 

NMR (CD3OD) : d 7.98-7.93 (m, 2H), 7.49-7.43 (m, 3H), 7. 13 (t, J = 7.4 Hz, 1H), 
20 6.92-6.85 (m, 2H), 6.78-6.70 (m, 1H), 4.23 (t, J = 6.6 Hz, 2H), 3.78 (s, 2H), 2.96 (t, 
J = 6.6 Hz, 2H), 2.36 (s, 3H), 1.46 (s, 6H) G 
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3- (2- (5 -*7Jl>-2 -7x-mt > /-A'-4 -A )U) x^y) 



o 



5 




2- (5-^f^-2-7x-^tW-;i/-4-^^) 3-9 J-fr ( L0 2 
g) , 3-tFD^fy^vX7mF (0.73 g ) J3 «t 0? h 0 7 .x-;l/*x 7 

> (i.57 g) %mt*i-^y (i omi) izmmts i, r - (7vy*^*- 

10 - v ^')y> ( l .74 g ) * 0 °C t^Tjn £ , gfi-C 2 Bt M# L £ 0 RfcU^ 

mm^*v>im*., ®fa**>muzo zuzwmitto mm**sv*y 

;v*7A^dv^77^ - (^^-^:?nD*K=i : l oo) -cflf 
«u TiE*ttfi*£***Hfl:^ (i.3o g ) *f§fc, 

TLC : Rf 0.77 9 J ~ ? n n A = l : 2 0); 
15 NMR (CDC1 3 ) : £ 9.96 (s, 1H), 7.98 (m, 2H), 7.50-7.35 (m, 6H), 7.17 (m, 1H), 
4.31 (t, J = 6.0Hz, 2H), 3.01 (t, J = 6.0Hz, 2H), 2.38 (s, 3H) C 

mm 

3- (2- (5-^f^-2-7x-W^tV-;V-4-'f;l/) ^Jfv) 
20 v>fn^MJ^ 



OH 
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##W6-Cfijtt^b^ (13 5mg) & J:0 f 3<Mfc&£& (13mg) * 
f- U > (3ml) K?§fl¥ U 0 °C-e h 'J * f;i/y V h 'j ;i/ (0.14m 1 ) 

liLJt. y (3ml) K&JB L, 2 

(0.5ml) £ftP;i, Sa-C-lftft#L3to ^il'&fcifc&tofcfcin*., SK^ 

v^«t, iiatu TE»ttfi*^ri-4aH^'&* d 4 o mg ) 

10 fc 0 

TLC : Rf 0.27 (ftlfe.xf-/U : ^ W > = 1 ! 2 ) ; 

NMR (CDCI3) : S 7.94 (m, 2H), 7.45-7.35 (m, 3H), 7.29 (dd, J = 8.0, 8.0Hz, 1H), 
7.10-7.00 (m, 2H), 6.90 (m, 1H), 5.49 (d, J = 6.0Hz, 1H), 4.73 (d, J = 6.0Hz, 1H), 
4.16 (t, J = 6.5Hz, 2H), 2.92 (t, J = 6.5Hz, 2H), 2.37 (s, 3H) e 

15 

mm 

ff-vry-3- (2- (5 - ^f ^- 2 - 7x-;i/t^rtv-;i'- 4 - ^i') 



CI 



20 




#f0!7"CMLf:M!| (9 3mg) SmttTUy (3ml) K?gJ£U 
&U."?%Mk^*-A' (6 1ml) joiO^f-^^AT 5 K ( 1 ffi) fciPx., 

218 



WO 99/46232 



PCT/JP99/01134 



mg) £ftfc 0 

TLC : Rf 0.74 (If^-xf-^ : ^^^>= 1 : 1); 
5 NMR (CDC1 3 ) : 8 7.97 (m, 2H), 7.50-7.35 (m, 3H), 7.33 (dd, J = 8.0, 8.0Hz, 1H), 
7.10-7.00 (m, 2H), 6.98 (m, 1H), 5.75 (s, 1H), 4.23 (t, J = 6.5Hz, 2H), 2.93 (t, J = 
6.5Hz, 2H), 2.36 (s, 3H) Q 

mm 

10 5- (3- (2- (5->fA'-2-7i-A'W7Hl'-4-^A') i|> 
*v) 7z--)l<) -2, 4-f77'jy>y*> 




15 ##W8TfijfiLfc'ft^ (9 9mg) *J-?y-)V (1ml) K?§fl?U 
^*<^7 (2 6mg) £7J[R, 3 WMWjMfc L fco StSiB'&igMfcK 2 N-&8I? 
(1.5ml) fcinx., -Bfc«L£ 0 Rj^M^M^^^iPx., ftixf^-C 

»«L^o * * ; - fr-enft&u rumnrnzt-tz* 

20 SHHfrfr* (6 Omg) fcflfco 

TLC : Rf 0.31 (ftlfcif-^ : /\*^ = 1 ; 1); 

NMR (d 6 -DMSO) : (5 7.90 (m, 2H), 7.60-7.40 (m, 3H), 7.31 (dd, J=8.0, 8.0Hz, 
1H), 7.00-6.90 (m, 3H), 5.75 (s, 1H), 4.23 (t, J = 6.5Hz, 2H), 2.93 (t, J = 6.5Hz, 2H), 
2.36 (s, 3H) 0 
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mmm] 
mmm 1 

5 • 2 - (3- (4 - (4-^f^7x^) f7y-)l^-2-^M h*v) 

7x-;Mf^ft) M lO.Og 

•SII^V3-;^;Vy7A (^»J) 0.2g 

•WJvlvnvW (Srll) 0.1 g 

•«f a B H ^n-X 9.7 g 

10 

mm 2 

&To&f&fr* , %mK£t)U&Ltz^ imzm&Kznmwi, 5m it 

15 • 2- (3- (4- (4 -^f-;l/7oi-;l/) f77*-^-2-^)M h^v) 
7x-;Mf^ft) 2 g 

• v > - y V 5 g 

• 1000m 1 
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1 . HH5£ ( I ) 




AlfiC l-4T]Hl/>ll/:liC2-47;i't-l^>l^i^L, 
A2(i-0-^i7^{i-S-^*^L, 
A3fiCH«£{iNg£|tbU 
10 nfil~5£^:bU 
Rlli 
(i) 

(ii) C 1-87)V^^|, 

(iii) ^ny>g^ 

15 (iv) C 1 -4 7^3^yS, 

(v) -hn*, 

(vi) h'J^n^fji/S, 

(vii) h 'jAn^ Hf~>3fc, 

(viii) h V^n^;i/f-;t-£> 
20 (ix) v7;i, 

(x) C l-47WftS, 

(xi) NR5R61 R5£Jtf R6(i^tL^S££LT, ^j^S 
liCl~4 7^^S^fct. ) , 
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(xii) Rmm&, *tz\$ 

(xiii) AfoiM^L, 
R2(± 

5 (ii) C 

(Hi) AD^>J|^ 

(iv) HJ^n^f-ji/^^frU 
C y c 



10 Cyc2Sli 

(ii) ^rnS|l3££^fcU 

(i) 

15 (ii) C l~87^4r^S, 
(in) ^n$*>]g^\ 

(iv) C l~4 7i^^ 

(v) -bni, 

(vi) MJ^n^f^I, 
20 (vii) fV^D^ >^r'>S, 

(viii) h'J^n^fjl/ftl, 

(ix) vt;i, Sfctt 

(x) Cl~4 7WftS^U 
R4{± 
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R 8 R 9 

(i) — A 4 -C— COOR 7 ^ i^tt 

(ii) 2, 4-f7V*'Jy>yi>-5-^Vi»U 
A4{i 

5 (ii) C 1 ~4 7;i/*W^X, 

(iii) -Ci~47;^^>-0-S, Sfctt 

(iv) -Ci~47;^u>-S-i^U 

10 fc£U 

(1) R4J±2t£*7tU3ffit=«f&-i-*fcOfcL, 

(2) R 4 #3 U A4«^^fc(i^f-lx>*mt>L, A3#CH 
£^t> U Cy c 1 j&»^>-t?> ZUfrtt § , Al(i^fl/>, xfl/V, f 

2. If ^offiffl 1 EfcO-^bS; (I) ^Sft-MI:^, 

S ii * *t O TftftJ m * ^« t L T^f-f * lflL»T#J J: tf / 1 Ji Ii 

Mo 

3. ft#<3f£m ia«<a-«b$ (i) ■c^sftsft-s-*, *tib<D#m&, 
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m&Mk HDL3^rD-iHM LD L n l/^ro-;^ J: Xf/ttz 

7 ^ ^ -ISM -6 M<«B 1 «yv - Aiimnm-fk^^ 

#f|flJ«Jo 

4 . ( I ) 




io 

Al(iC 1 ~4 7fl/*l/>£S fctiC 2-4 7;Hr- l^>££^fc U 
A2fi-0-^££(i-S-^£^:bU 
A3(iCHS2£tiNS£^;bU 
ntil ~5 £^fc>U 
15 R 1 fi 

(i) 7K^?-> 

(ii) C 

(iii) ^ny>gf, 

(iv) C l~4 7^n^yi, 
20 (v) -fni, 

(vi) f'J/ND^f jkS, 

(vii) h V^n* KvS, 

(viii) h 'J^D^fjl/ftl, 
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(k) ->7;i, 

(x) C l~4 7^^ftl, 

(xi) NR5R6g R5i3j;^R6ii^^«3ZLT, frmEL¥tt: 
liCl~4 7J^;H^f 0 ) . 

5 (xii) #tlPJt&, ifctt 
(xiii) atoII^^L, 
R2{± 

(i) zK*IEi\ 

(ii) C 

10 (m) ;>ny>Sf, 2£»± 

(iv) f'J^n^f;i/Mi*)U 
C y c lSii 

Cyc2l(i 

15 (i) Sfcli 
(ii) AtoiS^L, 

R3|i 

(i) 7KHJEi\ 

(ii) C 

20 (iii) Anyyjgf, 

(iv) C l~4 7JV3^fyi, 

(v) ihnl, 

(vi) f'jAn^f;i/£ 

(vii) f'J^n^ f^vS, 
25 (viii) F'J^n^f^ftS, 
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(ix) y7/|, itzii 

(x) C 1 ~4T;^;wf-«£^t>U 
R4{± 

R 8 R 9 

(i) — A 4 -C— COOR 7 

(n) 2, 4-f7V*Vy>vt>-5-^;H^U 
A4(± 

(ii) C 1 ~47;^1/>S, 

(iii) -c l ~4T;i^u>-o-S, ifctt 

(iv) -C1~47^V>-S-I^U 
tzfzL, 

(1) R 4 (i 2 fii 7^{i 3 Uteffii^-f & iot L> 

(2) R4^3fitc^L, A*tf)$.ft&it:tt*J-V>*mtoL. A3^CH 
fc^fcU Cyc l^>-lf>t^1-t §, Aif^fI/>, £fc 

5. tmmm4tm^-^ m ^s^Mt-^^ *>> c yc ig 

N ' ^ S7t{± N— ^ 
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6 . it&mi)\ 

I) 5- (3- (t'7x^-4-^W h^v) 7x-*) 

5 2) 4 - (3 - (tf7i~;b-4 h*v) 7iiJl/) 7*? • m-fr 

3) 4- (3- (2- (5->fA'-2-7x-Wr/-A'-4-'f^) x 
h^rv) 7i-;l/) 7^>i-^f^f^, 

4) 6- (3- (2- (5 -p«f-;i/-2 -7i-W^7*-;i/-4 -^^) x 
10 h^rv) 7a:x;i/) A^>|^f)^f)K 

5) 5- (3- (2- (5->fJI'-2-7x-Wt , /-^-4-'fJI/) x 
F^y) 7x-;i/) yg§ • ^f-;i/X7>x^, 

6) 6- (2- (2- (5 - >f - 7i-W W-JI/-4 - >f )k) x 

7i-^/) ^"^K • ^f;Px^f;K 
15 7) 5 - (2 - (2 - (5-^f;i/-2-7x-Jl/tW-;l/-4-^l/)x 
h^rv) 7aix;U) A>?>|^f^TiK 

8) 2 - (3 - (2 - (5 2 -7x-j^JptV-^- 4 x 
f^y) 71-*) • ^f-^x^^K 

9) 5- (3- (3- (5->f^-2-7x^;H^t7-^-4-^^) 7° 
20 n#^-» 7x-;l/) ^>^>|^f^7)K 

10) 2- (3- (2- (5-^7 L ;U-2- (4-^f*7x^) **f-V*- 
;i/-4-^;i/) x^y) 7i-)I/) • ^iHl/X^f-;!,, 

II) 2- (3- (2- (5-^f-*-2- (4-ifjU7xx;i/) ^^y- 

25 12) 2- (3- (2- (5-^^*- 2- (4-7ot>7x^) t+tV 
-;l/-4-^f;l/) xfJfy) 7x-*) i^- ^fJVx7,f;K 
13) 2- (3- (2- (5 -^f-*- 2 - (4—(V7°nif;l/7xxji/) t^r 
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14) 2- (3- (2- (5-^f-;l"-2- (4- (2-^^^^) 7 x 

15) 2- (3- (2- (5-ptf-;i/-2- (4-t-7*fJV7x^) 

16) 2- (3- (2- (5-^;i/-2- (4-n^v7x^) 
-;i/-4-^f;V) x^y) 7i-^) gfcgt ■ * fi^^ rJK 

17) 2- (3- (2- (5-^^-2- (3, 4-y^^y7xx;p) * 
^Hj-y-;W-4 Xh^py) 7x-)b) |g.^f^f^ 

18) 2- (3- (5 -^f7U-2 -7i-;l/^ie^v'-^-4 * h * 

19) 2- (3- (2- (5-^f^-2-7xx;Pf7V-^-4-^^) .x 

20) 2- (3- (3- (5-^ffl'-2-7i = Wt7-^-4->fA') 

21) 2- (3- (2- (2-7xXj^W-^-4-^fJV) x^y) 7 
x - ;i/) • ^^.x^tJK 

22) 2- (3- (2- (5-^f-^-2- (3-^oo-4-^f^7x-;V) 
t^rtV-Jl'- 4 J-h^v) 7x-;l-) ll^f^iXfiK 

23) 2- (3- (2- (5-xf;V-2-7xx;l,t^V-;l'-4-^^) 
-xh^rv) 7xXjV) gfc$ • ^f-^jcx-fJU, 

24) 2- (3- (2- (5-^^-2- (4-7*f^7i^) *3MJ-V- 
;i/-4-^;i/) xf^y) 7x-)V) ||^fmfiK 

25) 2- (3- (2- (5-^f-^-2- (4-^OD7x^) t^f7- 

26) 2- (3- (2- (5-^f7b-2- (2-^f^7xx;V) 
;l/-4-^;i/) xf^y) 7x-;i/) ^-^f^xxf^ 
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27) 2- (3- (2- (5-^f-;i/-2- ( 3 -* ^3r+hy*- 
;i/-4-^f;i/) xF^y) 7i-^) gfcgl • p< fyi'-XT.x-'K 

28) 2- (3- (2- (5-^f-;l/-2- ( 4 - b V 7 fl^ n * x. -;v0 

5 29) 2 - (3 - (2 - (5 -^^;l/-2- (4-7Wd7j-^) t^T* 
-;l/-4-^f;U) x^y) 7ix^) i^BR • ^f-Ji'.x^-fJK 

30) 2- (3- (2- (5-^^-2- (4-y7;7xx;V) ^^y*_ 
;l/-4->f;l/) xf^fy) 7x-^) • 

31) 2- (3- (2- (5 -^f-JW- 2 - (3-zFn-4-^f;i/7xx^) 
io ^-^■9-V-;i/-4 ->f x^ y ) 7x-^) S;|.^f^iXfK 

32) 2- (3- (2- (5-^f-;b-2- (4-^>f^7i-;V) t^r^V 

33) 2- (3- (2- (5-^f-;i/-2- (4-xbD7xX^) ^-^^ y *_ 
;U-4-^f;V) x^y) 7xZjl/) ff:g£ . -^.x^f- )l>. 



15 


34) 5 - 


(3- 


(tT7^-;l/-4-^^^ 7x-^) 


^y ? yg|. 




35) 4 - 


(3- 


(t*7xXjl/-4-^)MF^y) 7xx;i/) 


7** y$ 






36) 4 - 


(3- 


(2- (5-^f-;i/-2-7^-;i/^-^r-9-y*- 


■)U - 4 - 






x^y) 


7x: 










37) 6 - 


(3- 


(2- (5->f;i'-2-7xx;i/t^ty*- 


4 - 




20 


x^y) 


7x: 










38) 5 - 


(3- 


(2- (5->f;i/-2-7x-jvtW- 


•;i/-4 - 






xh^y) 


7x: 


^ yg|. 








39) 6 - 


(2- 


(2- (5->f^-2-7x-jl/tny- 


• ;u - 4 - 






J. h^rv) 


7 Ji- 


^^y$L 






25 


40) 5 — 


(2- 


(2- (5 2 -y^-;^^^/- 


• - 4 - 






x^y) 


7i: 


^y?y$L 








41) 2 - 


(3- 


(2- (5 2 -7:r.-;i/*^-9-v*- 


■ ;l/ - 4 - 
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42) 5- (3- (3- (5-^f^-2-7x^^V-il/-4-^^) 

43) 2- (3- (2- (5-^^-2- (4-^f;V7x-^) 
5 ;u-4--f;v) x^y) 7x-)i/) 

44) 2- (3- (2- (5-^^^-2 - (4-xf;V7x^) ^^r^V'- 

;l / _ 4 _^ ;W ) !|,if y ) 7I-IV) 

45) 2- (3- (2- (5-P<^^-2- ( 4 - 7°n e ^ 7 x *4MJ-V 
10 46) 2 - (3 - (2 - (5 -^f-^-2- (4 ->f V7 9 n tf;P7x^;P) 

47) 2- (3- (2- (5-^^;U-2- (4- ( 2 f-Jl/^n tf Jl/) 7^ 

48) 2- (3- (2- (5-^f7i/-2- ( 4 - t i-^) **«9- 
15 V->U-4->f flO J-h^rv) 7x^^) 

49) 2- (3- (2- (5 -*?-)V-2- (4-^^y7x^;l/) ^^V* 
— ;U— 4 — J»U) if^ry) 7x-;U) g£$, 

50) 2- (3- (2- (5-^^-2- (3, 4 -v* h * v7 x-;i/) * 

20 51) 2 - (3 - (5-^f^-2-7x-Jl'tW-;l'-4-'f^) ^h^r 
v) 7xx)b) 

52) 2- (3- (2- (5-^f^-2-7x^l/f7y-^-4-^l/) x. 
h*v) 7x-)P) gf=$s 

53) 2- (3- (3- (5-^f^-2-7xx^t!/-^-4-^P) 
25 7"n^^y) 7xXjV) g|^> 

54) 2- (3- (2- (2-7xx^W-;V-4-'f;i') xf^y) 7 
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55) 2- (3- (2- (5 2 - (3-^OD-4-^f;P7i-;V) 

56) 2- (3- (2- (5-if;i/-2-7x-Jl/t^tV*-;l'-4-'f;l/) 

5 57) 2 - (3 - (2 - (5 ->^;i/-2- (4-W7i-^) 
;L,-4-^;W) X^y) 7x-)l/) gfc$, 

58) 2- (3- (2- (5->^;l/-2- (4-^nD7x-V) 
;l/ _ 4 _^ ;l/ ) 7x-M gj=$, 

59) 2- (3- (2- (5-^f-;i--2- (2-if^7x^) tWV- 
10 ;i/-4--f;V) xf+y) 7x.r.;i/) g^m, 

60) 2- (3- (2- (5->f-;l/-2- (3->f^7x-^) 

61) 2- (3- (2- (5-^f-;l--2- (4-h'j7^tn^f;l/7x-il/) 
±*W-)l-4-4 fr) xh+y) 7xx^) g£$ s 

15 62) 2 - (3 - (2 - (5 -^^-2- ( 4 - 7;i/* n 7 x. -;u) 
-;P-4-^;p) .xf^v) 7x.^;W) g£$, 

63) 2- (3- (2- (5->f-;W-2- (4 - */T J 7x-^) *^+^/- 
;U-4-^f;l/) x^y) 7xx;l/) gj=$, 

64) 2- (3- (2- (5 -^f-;l/-2 - (3-xl>D-4-^f^7xX^) 
20 ^^r^y-;l/-4-^;l/) xh+y) 7iX)V) g£^ 

65) 2- (3- (2- (5-^/U-2- (4-^W7x^) tf-*^/ 
-,U-4-^) 7x-;l>) g^ 

66) 2- (3- (2- (5 -^f-^-2 - (4-xfD7xx;l/) **^7*- 
>U_4-yf^) x^y) 7xx)l/) gj=®, 

25 67) 2 - (3 - (2 - (5 -^f^-2-7x-^W/-^-4->f^) 
x^;l/f-*) 7xx;P) ||^f^T)K 

68) 2- (3- (2- (5-^ffl/-2-7ximt , /-A'-4->fn') 
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7 . {t&BB#. 

5 1) 2- (3- (4- (4-^f)V7x-)l/) f7 > /-Jl/-2-^fWF^v) 

2) 2 - (3 - (3 - (tf7ji-;U-4 ->f h^rv) 7i-*) 7°nfc:;l/f- 

3) 2 - (3 - (3 - (4 - (4-^f;V7x^^) fTV-^- 2 ->f h 
10 +y) 7x-^) 7u\£ i^ - jl/x^f 

4) 2 - (3 - (lf7x-^-4->f^ h*v) 7x-;Mf^ft) gf=ifc • 

5) 2- (3- (2- (5-^f^-2-7x-;i/t^rtV*-;V-4-^^) x 
15 6) 2 - (3 - (3 - (2 - (5 2 - 7x-^/*W-^-4 ->f 

7) 2 - (3 - (2 - (t'7x^^-4-^^) x^y) 7 1 ?-Jl/^*) 

8) 2- (4-700-3 - (2- (5->f ^-2-7x-W ; ft7*-^- 
20 4-^) x^v) 7i-*>fW) Sl^fiVxXfiK 

9) 2- (4-^on-3- (4- 

10) 2- (3- (tf7 xx;i/-4 h+y) -4-^no7x^Mf 

25 11) 2- (3- ( (2E) -3- (tf7x-;l'-4->r^) ^n^xi^^^v) 
7x-;Mf^ft) g£@t • ^f^xxfiK 

12) 2- (3- (3- (tf7.x-;l,-4 ->f^) 7"n^y) 7ai-;V^;W 
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13) 2- (3- (l£7xx;l/-4 ->f ^ h*v) v>- 5 
f-*) M • ^■T-^x^rJK 

14) 2- (3- (4' -7°nfc>tf7x^;l/-4 ->f;u^ h*v) 7^;l^ 
5 f-rt^*) ft® • *f-;i/x*r>K 

15) 2- (3- (4- (fcfV v>-4 --f/lO 7x-;Mf^y) 7x^JM 

16) 2- (3- (4- (tfV v>-3 ->f;P) 7x->U* Hr-» 7x^jM 

^f-*) ft®- ;*^;i/x*r;K 

10 17) 2- (3- (4- (1, 3 -v^^M 5 ->fJl/) 7jl-;1^ h 

18) 2- (3- (4- (tfV v>-2 -^f;i/) 7x-W^y) 7i^JM 
^ ft®- ^f^fiK 

19) 2- (3- (4- (1, 3-^**^>^-4-^) 7ixw h 
15 7x^)Mf)l/ft) ft® • ^f-^xxfJK 

20) 2- (3- (2-7x-;Vf7y*-^-4-^;Wf^v) 7xzjk^f 

ft® • *f-Jl/X.Xr /K 

21) 2- (3- (2- (5-*f-fl/-2- (4->f^7x^) 

20 22) 2 - (3 - (2 - (2 - 7x-;i/f7v*-Jl/-4-^l/) i^y) 7x 
x^f-ju^*) ft® • *f-/Ux*r>l\ 

23) 2- (3- (2- (2-7x-H«7*-il'-4-^^) i^y) 7 
i-;i/^-^;i/^pf) ft®- >?-/ux;*t/k 

24) 2- (3- (2- (5-^f-;W-2- (1, 3 - v^^r^-T > ^> - 5 - 
25 >T;iO *^v*-^-4 ->f;w) x^y) 7x-/Mf^ft) ft® • ^ 

25) 2 - (3 - (5-^f^-2-7i-Wt , /-Jl'-4-'fW h+y) 
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26) 2- (3- (3- (5-^^-2-7x^^7-^-4-^^) 

27) 2- (3- (2- (5 -^f-^-2 - (2-^/l/7x-JV) i^rty- 
5 ;u_4_^^) ih^rv) 7x^]^fjPft) ^i^fjPx^riK 

28) 2- (3- (2- (5-^^;U-2- (3-^f^7x^) *3r^V- 

x^y) 7x-)MWi) ^.^f^xxf^ 

29) 2- (3- (2- (5-^^;U-2- (4-^Kv7xxjV) ***yV 
-;i/-4-^;i/) i^y) 7xXJMWt) • * fjl/x^f^, 

10 30) 2 - (3 - (2 - (5 ->f;v-2-7xx;i/t^ty-;i/-4-^;v) 

xf^rv) -5-^nn7xxWfW) gll^f^xxfiK 

31) 2- (3- (2- (5-^fJl/-2-7xxji/t^ty-il/-4-^^) 
xKv) -2 -^f-^i^^f-fl/f-*) ^I'^^xxfiK 

32) 2- (3- (2- (5 -jif-JU- 2 -7xx;^+t7*-;V- 4 -4 )V) 
15 -1-^Jl/x^y) 7xx;MWt) ft^^f^xXTiK 

33) 2- (3- (2- (5-^f^-2-7xx;i/t^t/-;V-4-^l/) 
7*n^y) 7xx;MWt) ftR • * f-^x^r/K 

34) 2- (3- (2- (5-^f;l/-2-7xxW^fty-;V-4-^^) 
x^y) 7xxjMWt) 7"n;r/H-xf;i/xxf;K 

20 35) 2 - (3 - (2 - (5 -^f-;U-2- (4-xf^7xx;k) ^-^^y^ 
; y_ 4 _^^) x^y) 7ai^;u^f-^^^) g£g§ • 

36) 2- (3- (2- (5-^f-;U-2- (4-7"n^7xx^) t^rtV* 
-;U-4-^f;t/) oih^v) 7 f-;l/f-^) ^ • ^ 

37) 2- (3- (2- (5-^^;U-2- ( 4 -4 V fu \£ fry jl-)1>) 

25 y-y*-)V- 4-4 fr) X^y) 7xx;MWt) ■ * -f-frJLXy-fr, 

38) 2- (3- (2- (5-^f^-2-7xxji/f7y-^-4-^P) x 
h^rv) 7xx;Mf;l/ft) gfcgt • ^f^xXfiV, 
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39) 2- (3- (2- (5-*7)V-2 - (4-W7x-;V) 

40) 2- (3- (2- (5-if;v-2-7i-;i/tnv-^-4-'f;v) 

5 41) 2- (3- (2- (5-^f-^-2- (4-^>f^7x-Jl/) t^rtV* 

42) 2- (3- (2- (5 -*<f-)V- 2 - y^D^=lry;vt - 
>f^) x^y) 7oi^;u^^-;bf-^) ftK- ^f-^«f A/, 

43) 2- (3- (2- (5-^f-^-2- (4- ( 2 -* f-fr-fu Mfr) 7 x 
10 n;v) ^^y->| / _4_>f>u) xfify) 7i-^>W*) • * f- 

il/xXrJK 

44) 2 - (3- (2- (5-^f-;V-2- (4- t - 7f ^7xxjv) 
y-;U_4 _>f ;v) xf-^fy) 7x^;Mf^ft) • * f-^J.-X'f/K 

45) 2- (3- (2- (5-^^;W-2- (4-y^nA^y;V7x-;l/) * 
15 *^V-;l/-4 ->f/l0 xfify) 7x-)MfWt) gf=gg • ^ f- 

46) 2- (3- (5-^f">U-2- (1, 3 -V#**M 5 ->f )V) 
tarty*-^-4-^V>f*y) 7xX)MfWt) ftK ■ *■^A'J.;^f 
20 47) 2 - (3 - (5 ->f-JU-2- ( 4 ->f V 7°n tf;l/7 x^;l/) t^tV- 

;U-4-^;v^h^v) 7xx;Mf;Vft) Rslfc • * f-^xjfcr A/, 

48) 2- (3- (2- (4 - ^f ^- 2 - 7xx;i,t^ty*-^ - 5 - ^f^) 
xF^y) 7xX)P^Wt) gfcgg • ^fA-x^tn/, 

49) 2- (3- (2- (5->^^-2- (3, 4 - V* h v 7 x * 
25 A - 4 P) x^y) 7x^;Mf;Vft) ll^fj^r 

50) 2- (3- (2- (5-^f-;V-2- (4-^^;l/t°^7v>- 1 
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5i) 2- (3- (2- (5->f-^-2- (tf v yy-i-4ti) 

5 52) 2 - (3 - (2 - ( 5 -^;i/-2- (^7x^-2-^^) 

53) 2- (3- (2- (5->-^^-2- ^7^7x^M * 

10 54) 2 - (3 - (2 - (5 -^f-^-2-v^n^>-^;l/^^r^v*-;l/-4 - 
4 lis) xK'» 7x-)Mf^fi) ^•^^^^^■r^, 

55) 2- (3- (2- (5 2 - v7 n 7n t£;l^^y*-;u- 4 - 
4>l/) i^y) 7x-)^fil/ft) g^-P^^^WK 

56) 2- (3- (2- (5-^f"^-2- (4- (1, 2, 3 - f 7v7V*- 

15 7x-^) ^-^^-y*_;l / _4_^;l / ) xf^fy) 7xX)Mf 

fl^*) M • ^f^x^fiK 

57) 2- (3- (2- (5-^^;W-2- (4- 2, 3- 
f7y77*-^-5-^l') 7*-Jt/- 4 -4 xh^v) 

20 58) 2 - (3 - (2 - (5 -^^-2- (77>-2-^l/) ***V*-;l/ 
-4-xf^) j^b^v) 7xX)MWt) ^f^x^fJK 

59) 2- (3- (2- (5-*T)l'-2- ( £° V v > - 4 ->f ;W) ^^^V'- 
;W-4-^;l/) Jch^v) 7 x -)\< * f-^-f-*) Sl^fimf^ 

60) 2- (3- (2- (5-^f^-2-7xxj^Jrty-JV-4-^^) 
25 x^y) 7xXj^ h^rv) • t - 7*f7l/.xx 

61) 2- (3- (2- (5-^^-2- (tfV v^-3 -A to) t^V- 
;i/-4-^;l/) jc^v) 7xx;MWt) ||^fmr)K 
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62) 2 - (3 - (4 - f7V-^- 2 -J)]/* h^rv) 

63) 2- (3- (3- (t*7x-^-4-^f;M f^rv) 7i-^) 7°nii;i/ 

**) mm, 

5 64) 2 - (3 - (3 - (4 - 

h*v) 7x-ji/) rnif;vft) |t=&, 

65) 2- (3- (tf7i-^-4 ->f^^ h*v) 7x-;MW^) ^ 

66) 2- (3- (2- (5 - ^f - 7xi^t - >f 
xKy) 7x-;MfWt) mm. 

10 67) 2 - (3 - (3 - (2 - ( 5 -^f^-2-7x^)^W-il/-4- 
4 )V) iKv) 7x-^) 7nfc?;!/?-*) 8fc$, 

68) 2- (3- (2- (lf7x-Jl/-4->f^) xh**» 7x-WfJVf 
*) 

69) 2- (4 -^nn-3 - (2- (5->f^-2-7x-mt , /-)l' 
15 -4-^;l/) x^y) 7x^)Mf^i) g£$, 

70) 2- (4-*nn-3- (4- f77*-^-2- 
■i%>* b^v) 7xXjMf^f^) 

71) 2- (3- (t'7x^^-4-^JM h^y) -4-^nn7xx;Mf 

mm, 

20 72) 2 - (3 - ( (2 E) -3- 4 -4 fr) -?w<=-frilr**/) 

7x-;l/^Wt) R-^ 

73) 2- (3- (3- (t*7xX^-4-^;i/) 7*n#*-» 7xx;^fjV 

mm. 

74) 2- (3- (lf7x-fl/-4 -<ifr* h4r'» tf V v>- 5 ->f f-^ 

25 mm, 

75) 2- (3- (4' -^Dfjl/tf7x^l/-4-'f;M h^rv) 7x^.;l/p< 
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76) 2- (3- (4- (tT'J Vy-A ->f>U) 7xiWbt->) 7i-)M 

77) 2- (3- (4- (tfyy>-3-^;H 7x-;MKv) 7x^)M 
5 78) 2 - (3 - (4 - ( 1, 3 -v^^M >^>- 5 ->f;U) 7i-;M h 

79) 2- (3- (4- (tf'Jv>-2-^;W) 7x-;Mf^y) 7ai^.;i/^ 

80) 2- (3- (4- (i, z-y**y-jyyy-A-4)\<) 7x^im > 

10 Jfy) 7x^JMfWi) S=$, 

81) 2- (3- (2-7x-)l/f7V-^-4-'f;M Ky) 7 x ^ ;l/ pt f- 

82) 2- (3- (2- (5-^^^-2- (4-^^71-^) 

15 83) 2 - (3 - (2 - (2 -7x^^77-^-4-^^) xf^» 7x 
^;l^?-;l^*) m 

84) 2- (3- (2- (2-7xiWt , /-/l'-4-'f^) x^y) 7 

85) 2- (3- (2- (5->f-;i/-2- (l, 3 - VirttJ y?y- 5 - 

20 **W-)l<-4 x^y) 7xXjMWt) 

86) 2- (3- (5-^f^-2-7x-Wt7-^-4-^fW h^v) 
7x^;Mf;i/ft) ffig?, 

87) 2- (3- (3- (5-^^-2-7x^1/^7-^-4-^1/) 
7"n*>y) 7xx;Mfjkf^-) g£$, 

25 88) 2 - (3 - (2 - (5 -^f-;V-2- (2-^f^7xX^) ^-^^ v *_ 
;l/ _ 4 _^ ;l/ ) 7xx;i/>f;l/ft) gfc$> 

89) 2- (3- (2- (5 2 - t^t7- 
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90) 2- (3- (2- (5-^^-2- (4-^ Kv7i-^) **-9-V* 

91) 2- (3- (2- ( 5 - ^f ^- 2 - 7x-;l/t^t7-^ - 4 - 
5 -xh^rv) -5-^nn7x^WWt) 

92) 2- (3- (2- (5-^f-^-2-7aL^;i/^^-9-V-;L'-4--f;l/) 

93) 2- (3- (2- (5-^f^-2-7x-;i/t^ty-;v-4-^;v) 

- 1 - ^f;Vih^y) Vi-A^f-^f-*) 
10 94) 2 - (3 - (2 - (5 -^f^-2-7x^;l/t^rty-;l'-4-'f;V) 
7'n^y) 7x-JMWi) gfc®> 

95) 2- (3- (2- (5-^f^-2-7i-J^JrfV-^-4-^^) 
xfdfy) 7x-;i/^^f-*) 7°n^>$? • -f h U 7 

96) 2- (3- (2- (5->-^^-2- (4-if;P7x^) *3f^V*- 
15 ;U-4-^^) x^y) 7x^jMf^f*) S^Kn 

97) 2- (3- (2- (5-*f-Jl/-2- (4-7'n^7x-^) 
-;l/-4-^;i/) xKv) 7x-Jb^W) ffiS^ 

98) 2- (3- (2- (5-^^-2- (4-^V7*ne^7x-^) ^^f 

20 99) 2 - (3 - (2 - (5 ->f^-2-7xx;l/f7V-;l/-4-'f;V) x 
h^ry) 7xx;MWt) SfcgU 

100) 2- (3- (2- (5-^^-2- (4-7f^7x-;l/) t*^/- 

101) 2- (3- (2- (5-xf ;i/-2-7x^;i/t^t7-;V-4-'f^) 
25 xh^v) 7xx;Mf;Vft) 

102) 2- (3- (2- (5-^f-;U-2- (4 -^>f^7x^) **^/ 
-;l/-4 ->f A/) xh^ri/) 7x-;MfHi) 
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103) 2- (3- (2- (5-^f-;i/-2-v^n^s^v;i/^-^^y-;i/-4- 

104) 2- (3- (2- (5-^f-^-2- (4- ( 2 - * f^^n 7x 
^^•9-y < -;i/-4-^;v) x^y) 7x^;Mf^ft) 

5 105) 2 - (3 - (2 - (5 -pff-JU- 2 - (4 - t -W7i-)1/) ^-9" 
4 ->f^) xht-» 7ixww*) gfcgt 

106) 2- (3- (2- (5->f-^-2- (4-y?DA^y^7xx;i/) * 
^ <9 -y_ ;l/ _ 4 _ >f;l/ ) x ^^) 7xx^W*) 

107) 2- (3- (5-^f-Jl/-2- (1, 3 4 >yy-5 -4)\<) 
10 t^rt > /-^-4->fWh^'» 7xx^Wt) ffcBL 

108) 2- (3- (5-^f-;i/-2- (4-fV7'nH>7x-;U) t^r-y-v"*- 
^-4-^;i/^h^v) 7x-)^Wt) g£$. 

109) 2- (3- (2- (4 ->7-;l>-2 -7xxWHV*-^- 5 ->f^) 

15 110) 2- (3- (2- (5-^^-2 - (3, 4-v^ Ky7xx;V) * 
^r^V'-;b-4 x^-» 7xXJMWft) ftK, 

111) 2 - (3 - (2 - (5 -^f-^-2 - (4 - ^f-;i/tf^yv> - 1 ->f A/) 
*^V*-;l'-4 Xf^y) 7x-jMf;Vft) ft®, 

112) 2- (3- (2- (5 (tf'J> ? >-2-^;l/) t^rt/- 
20 ;i/-4-^f;u) xk-» 7ix^/^fW) gfc$> 

113) 2- (3- (2- (5-^7-^-2- (ft7x>-2-^V) 
-^-4-^^) x^y) 7x-)MWt) S^K, 

114) 2- (3- (2- (5-^f-;i/-2- (4-^W^77xx;v) * 
^t^/-;v-4-^;l/) xh^y) 7xxwfa/ft) Bfcg^ 

25 115) 2 - (3 - (2 - (5 2 - n^Vf-;!/**-^/-^- 4 - 
^;l/) x^y) 7x^)Mfffi) S=g£, 

116) 2- (3- (2- (5-^^;i/-2-v^n7°nif;u^dr^y , -;i/-4- 
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117) 2- (3- (2- (5-^^-2- (4- (1, 2, 3-f7y7V*- 
;l/-4-^;W) 7i-Jk) ^^r-9-V-;l/-4-^;i/) x^y) 7i-Wf 

5 118) 2- (3- (2- (5 2 - (4- (4-^^-1, 2, 3- 

f7v7V-^-5-^il') 7i-Jl^) V-;i/-4 ->f x^y) 

119) 2- (3- (2- (5-^^-2- (7 7>-2-^V) t^tV-^ 
-4-4)1) I^y) 7x-iMfWt) ffcSL 
10 120) 2 - (3 - (2 - (5-^f)b-2 - (H"'Jy>-4-^Jl/) t^ftV- 

121) 2- (3- (2- (5-^^^-2-7xn;u^dp^V-;l/-4--r;i/) 
x^y) 7x-)M h*v) 

122) 2- (3- (2- (5-^^-2- V ^ 3 ->f ;V) **-9-7*- 
15 ^-4-^^) xf^y) 7x^;Mf;Vft) Bfc$, 

123) 2- (3- (2- (5-^f^-2-7i-^t^tV-^-4-^l') 
xK-» 7ai-^^f-;l/f-^-) -2-^f^7n;r/|.xf^f;K 

124) 2- (3- (2- (5-^fiV-2-7x-;^HV-^-4-^V) 
JLh^rv) 7oi-^^^;l/f-^-) - 2 -;<f-^7/n^>$L 

20 125) 2 - (3 - (2 - (5 -^f"^-2- (1, 3-v^^-9"^>^>-5- 
-f;0 **^/-)V-A-'()\') x^y) 7i-JM^y) • t -f 

126) 2- (3- (2- (5-^f-^-2- (1, 3 - v>*3MM > ?y - 5 - 
t^V-JV-A x^y) 7x-iVn^y) ffc^ Sfcfi 

8 . 
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1) 6- (3- (4- (4-^f)V7x-)H fT7-^-2--fW>*'» 

2) 4- (3- (4- (4->fiV7x^) f7V-JV-2-^J^ f^rv) 
7x-^) 7*? >gg • 

5 3) 6- (2- (4- f77-)I/-2-^^ h*v) 

4) 2 - (5 - (t? 7ii*- 4 h*y) - 2 - — Fn7x^;Mfil/ 

5) 2 - (3 - (tf7i-;l/-4 — f JV^e r*v) -4--FD7x^)M^ 
10 • ^ffl/xxr^, 

6) 2- (3- (2- (5-^f-^-2- (4-MJ7^to^f^7x^) 

7) 2- (3- (2- (5-^f-;U-2- (4-7^tU7x-^) ***rv*- 
15 ;l/-4-^f;V) xfJfy) 7xx;Mf;Vft) R-jfc . f-ji/JcXrJK 

8) 2- (3- (2- (5 -^;i/-2 - (4-^nD7x-^) 

9) 2 - (3 - (2 - (5 2-7xifl/W/-^-4-'f^) x 
h^y) 7xx^) - 2 - ^f^7o^r/|j . ^-f-^j^T^K 

20 10) 2- (3- (2- (5-^f-;l/-2- (4-^Fn7x-^) 

11) 2- (1- (3- (2- (5-^f^-2-7xi^W-^-4- 

12) 2- (3- (2- (5 - F 'J 7^*D^f ^-2 - 7x-^ W-A/ 
25 -4-j)V) xFJfy) 7x^MWt) ffii'>f^f^ 

13) 2 - (3- (2- (5-^f-;l/-2- (2, 2-/7Wn-i, 3-y 
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14) 2- (3- (2- (5-^^;i/-2- (2, 3, 5, 6-f F77^o 

^ • ^f^xf;K 

15) 2- (3- (2- (5-^^-2- (3-^Dn-4-^f^7x-;V) 

16) 2- (3- (2- (5 - ^f-^- 2 - (4-h'J7^tn^h^y7x- 

17) 2- (3- (2- (5 2- (3, 4, 5 - h V * h **>-7x - 

18) 2- (3- (2- (5 2 - (4-^W^7xx^) 
V-jl/- 4 ->f;l/) i^'/) 7xx;MfWt) H^f^xxrJK 

19) 2- (3- (2- (5 2 - (3--hn-4-^Wi-^) 
*+-9-V-^-4->f>U) x^-» 7xX)Mf^ft) it-^f^xx 

20) 2- (3- (2- (5->f-^-2- (1, 3 --^*^^>f >^>-5 - 

21) 2- (3- (2- (5 -^f-^- 2 - (3, 4, 5-h'^b*'>7x- 
^) *4 < 9-V-^/-4-'f>U) x^y) 7xx^) B^Bg • ^fK7f^ 

22) 2- (3- (2- (5-^;i/-2- (4-f'j7Jl/tn^ F^fy7xx 
;W) 4-4 )V) x^y) 7xx;p) S^-^f^fiK 

23) 2- (3- (2- (5-^f-^-2- (2, 2-y7Wn-i, 3 - v 
f^jytry-S-Jfr) ^^^y-~)V-4 -4 )V) xf^y) 7x~;b) 

#8? • 
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24) 2- (3- (2- (5-^-^-2- (4-f'J7J^n^ Wt7x 

)V) X^y) 7 oi-^f-;^*) 

25) 2- (3- (2- (5-*f7l/-2- (4->7;7x^l/) ^^^-y- 

26) 2- (3- (2- (5-*T)V- 2 - (4-y^OA^ y ;l/7xz;l/) * 

27) 2- (3- (2- (5-^f7l/-2- ( 4 - v ^ 5 y 7 * * 

4 x^y) 7xx^) ^ • ^ f;l/x^f^, 

10 28) 2 - (3 - (2 - (5 -^f)V-2- (f t7x>-2-^V) **^V* 
-;l/-4-^;i/) x^+y) 7oi^;i/) gfcgt • y fUXr ;K 

29) 2- (3- (2- (5-^^;l/-2- (7 7 > - 2 - 4 )V) 
-4 -4)l<) xF^y) 7xx^) • ^f^xxtiK 

30) 2- (3- (2- (5-^fiV-2 - (e V v>-2-^) t^-tV- 

15 ;l / _4_^;l / ) x^y) 7x-Jl/) ^.^fjl/X^fJK 

31) 2- (3- (2- (5-^f-;l/-2- (4--*?7l/-l, 2, 3-f7y 
7V-^-5-^^) *^y*-;i/-4 --OlO xk-» 7x-;k) gfc$ • 

32) 2- (3- (2- (5-^^-2- (2, 3, 5, 6-fF77J^o 
20 -4 f-;i^7ai-;i/) WV-^-4-'f;i') xh^y) 7xx;i/) |^$. 

33) 2- (3- (2- (5-yf7l/-2-v?n/\*v;U**^/--;l/-4 - 

34) 2- (3- (2- (5-^;W-2-v?n^y?7U:fr^7*-;i/-4 - 
25 >f;P) x^y) 7xx;l/) ||.^f^TiK 

35) 2- (3- (2- (5 -^^-2 - (tf V y>- 3 -4 Jl/) **^7*- 
;^-4-^;l/) xfJfy) 7i-^) g^gg • ^ f^x^f^, 
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36) 2- (3- (2- (5-^f-;U-2- (fc? U v>- 4 --f *) t^rtv*- 

37) 2 - (3 - (2 - (5 2 - (4 -* f-A'fcf^ W- 1 -4 to) 
5 38) 2 - (3 - (2 - (5 -^f-;b-2- (4-^fW7x-^/) 

V-;i/-4-^;v) x^y) 7i-;i/) ffit'^f^f)!', 

39) 2- (3- (2- (5 2 - y^nya^tH 4 /-^ - 4 - 

40) 2- (3- (2- (5-^;i/-2- (^ry'J>-2-^^) t+tV*- 
10 )V-4-4)^) iF^rv) 7x^)1/) g£g£ • ^fji/xxfiK 

41) 6- (3 - (4- (4-^^l/7x-)b) -4 F+y) 

42) 4- (3- (4- (4-^f;V7x-;V) f7V-)V-2-^)M b*v) 
15 43) 6- (2 - (4- U-^^A^x-AO fT , /-;V-2 h^y) 

44) 2- (5- (lf7xi^-4-'fWF^» -2--^D7x^jMf 

f£$L 

45) 2- (3- (tf7x-;i/-4-^;i/^ h^ry) -4--fD7x^iMf 
20 ftgt 

46) 2- (3- (2- (5-^f-*-2- (4- F'J7^tn>f ;V7x-;V) 

47) 2- (3- (2- (5-^;l/-2- (4-7^n7x-^) * 
_ ;1/ _4 xf^y) 7xxjMfW^) g£$, 

25 48) 2 - (3 - (2 - (5-*Tfr- 2- (4-^nn7xx^) 
)U-4-4)l,) x^y) 7x-iMf/Vft) ftgt 

49) 2- (3- (2- (5->f^-2-7xx;l/t^ty-;V-4-^^) 
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50) 2- (3- (2- (5-^f7l/-2- (4 FD7x^) tf-^MJ-V- 

51) 2- (1- (3- (2- (5-^f)l/-2-7x-^W-^-4- 
5 JJl,) x^y) 7x-;l/) ifil/ft) 

52) 2- (3- (2- (5-MJ7J^n^f;v-2-7xx;^^y-;V 
-4-^;i/) xh^» 7iiWW*) 

53) 2- (3- (2- (5-^f-;l/-2- (2, 2-77^0-1, 3 - v 

10 

54) 2- (3- (2- (5-^?7l/-2- (2, 3, 5, 6-ff77)^n 

55) 2- (3- (2- (5-^f-^-2- (3-?nn-4-^f)V7x^) 
15 **W-)V-4-J )l>) xh+y) 7x-)MfWi) g£$^ 

56) 2- (3- (2- (5-^i^-2- (4-HJ7^n^ ^y7xx 
)V) b-J )V) xKy) 7x^JMW*) 

57) 2- (3- (2- (5-^f-;i/-2- (3, 4, 5 - HJ * h *v 7x - 

20 58) 2 - (3 - (2 - (5 -^^-2- (4 W^7x^)l/) 

y-_ ;l/ _ 4 _^ ;l/ ) -7 ^ gj^ 

59) 2- (3- (2- (5 -^f"^- 2 - (3 h n- 4 f^7xx;i/) 
^^^y_ ;1/ _4_^ ;I/ ) i^y) 7x-;MfJ^t) Bfcg^ 

60) 2- (3- (2- (5-ptf-;l/-2- (1, 3 -v****M >^>-5 - 
25 >f;W) tWV*-A/-4->f^) J-h^rv) 7x^) gf^ 

61) 2- (3- (2- (5 -^f-^- 2 - (3, 4, 5 - h V ^ b 4r'>7x- 
A) irttV-fr-i-jfr) .xh*v) 7x-^) 
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62) 2 - (3 - (2 - (5-^^-2 - (4-MJ7J^n^ Kv7x- 

63) 2- (3- (2- (5-^^-2- (2, 2-y7;l/tn-i, 3-v 

>^>-5->f flO *WV->l/-4 ->f >U) x^i/) 7x^) 

5 gftk 

64) 2- (3- (2- (5-^;l/-2- ( 4 - MJ 7 o f-^f-* 7 x 

tf3r^V-;i/-4 ->f^) 7x^;MfHt) gfcgk 

65) 2- (3- (2- (5-^^-2- (4-v7/7x^;V) t^r+hV*- 
;i/-4-^;U) x^y) 7x-^>fW) ftlfe, 

10 66) 2 - (3 - ( 2 - (5 -^f-;U-2- (4-y?nAJfy;i/7x-;l/) * 
^•9-V-;U-4--r^) x^y) 7x^^) 

67) 2- (3- (2- (5-*Tfr-2- (4-^W^7i^) * 
^r-9-V-;i/-4 ->f;u) Xf^y) 7x-f) ffcSL 

68) 2- (3- (2- (5-^^-2- (ft7x>-2-^V) **^7* 
15 4 -Alb) xf^y) 7x-;U) 

69) 2- (3- (2- (5-^^-2- (77>-2-^^) 
-4-xf^) iKv) 7i^) 

70) 2- (3- (2- (5->^;w-2- (tf u v>- 2 ->f/i/) t^-9-7*- 

;l/-4-^;l/) xb^y) 7x-;P) 
20 71) 2 - (3 - (2 - (5 -^^-2- (4-^f->U-l, 2, 3-f7y 
7V-Jl/-5--f fr) tWS-fr-A-Jfl') J-h+i/) 7xx;i/) 

72) 2- (3- (2- (5 ->f7l/-2 - (2, 3, 5, 6-ff77)^o 
-4-^fjl/7x-;l/) **rW-)\<-4 xKv) 7x^;u) gf=g^ 

73) 2- (3- (2- (5-^f^-2-y7nA^ y ;i/t^rt7-^-4- 
25 xf^y) 7x-iH ftK, 

74) 2- (3- (2- (5 2 -z/ jrvoT-A'* fr- 4 - 
4)V) x^y) 7x-)b) 
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75) 2- (3- (2- (5-^^-2- (\£ V ?y- 3 ->f /W) ^^V- 
;t/-4-^;V) i^y) 7i^)V) 

76) 2- (3- (2- (5-*f-fl/-2- (tf V V>- 4 ->f fl/) t^MJ-V- 
5 77) 2 - (3 - (2 - (5 -^^-2- (4 -if ;i/^7v > - 1 - ^^) 

78) 2- (3- (2- (5->f^-2 - (4-^fH*7x-^) *3r+h 
V*-;l/-4-^^) 7x^) gfcBL 

79) 2- (3- (2- (5-^f^-2-^n7 , ni;^W-^-4- 
10 >f xKv) 7x-)V) ftSL 

80) 2- (3- (2- (5->f;V-2- J V V - 2 -4 fr) ***tV- 

xh^fy) 7x-^) ffig?, 

81) 5- (3- (2- (5->f^-2-7x-;i'tW-Jl'-4-'f;l') 
xRy) 7x-Jl/) -2, 4-f7V'Jy>yt>, 

15 82) 2 - (3 - (2 - (5-if^-2 - (3 - h U 7^*0* h^>7x- 
t^t7-^-4-^;v) x^y) 7xx^) s|.^f^xxfiK 

83) 2- (3- (2- (5-if^- 2 - (2-F'J7^nn^y7x- 
A') i^y) 7x^)1/) ||./f*xxfiK 

84) 2- (3- (2- (4->f;l/-2-7x-;l/tW-;l/-5-^;l/) 
20 x^y) 7x-^) Si^fiHXr)K 

85) 2- (3- (2- (5-if;l/-2 - ( 3 - h V u * V * v 7 i - 

^^ff-V-;w-4--f;i/) -xb^v) 7^-;i/) 

86) 2 - (3 - (2 - (5-if^- 2 - (2-h'j7i^oi fJpy7xx 
;V) ^dr^V*-;i/-4 -4/1/) x.h^v) 7x-jl/) 

25 87) 2 - (3 - (2 - (4 - i f JV- 2 - 7 xx^t JftV*-^ - 5 - ^l^) 

7x^i si;®, *fci± ztz\±*tih<D7mm 
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Sequence Listing 

<110> 0N0 Pharmaceutical Co. , Ltd. 

<120> Carboxylic acid derivatives and medicines containing the same as the active 
ingredient 

<130> ONF-2923PCT 

<150> JP 10-058444 
<151> 1998-03-10 
<150> IP 10-087560 
<151> 1998-03-31 

<160> 3 

<210> 1 
<211> 85 
<212> DNA 

<213> Artificial sequence 
<220> 

<223> Enhancer sequence including 4 times repeated Gal4 protein response 
sequences 

<400> 1 

tcgacggagt actgtcctcc gcgacggagt actgtcctcc gcgacggagt actgtcctcc 60 
gcgacggagt actgtcctcc gagct 85 

<210> 2 
<Z11> 9 
<212> PRT 
<213> Unknown 
<220> 

<223> Nuclear localization signal derived from SV-40 T-antigen 
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<400> 2 

Ala Pro Lys Lys Lys Arg Lys Val Gly 

1 5 

<210> 3 
<211> 9 
<212> PRT 

<213> Influenza virus 
<220> 

<223> hemagglutinin epitope 
<400> 3 

Tyr Pro Tyr Asp Val Pro Asp Tyr Ala 
1 5 
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